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RECEPTOR 

(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain the subject composition useful for preventing and 
treating various diseases by making the composition include a substance capable of 
combining with oxidized LDL receptor and preventing in vivo ligand from combining with 
the receptor and a pharmacologically acceptable carrier. 

SOLUTION: This composition comprises (A) a substance (e.g. an antibody combining with 
an oxidized LDL, etc.), capable of combining with an oxidized LDL receptor and preventing 
in vivo ligand from combining with the oxidized receptor and (B) a pharmacologically 
acceptable carrier and is effective for treating diseases (e.g. diseases followed by 
thrombocytopenia, renal disease, etc.), caused by bonding of blood platelet or activated 
blood platelet to oxidized LDL receptor or taking in of blood platelet or activated blood 
platelet by a cell developing oxidized LDL receptor. 
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(54) CSSMro^a:] R^fcLDLS««^fc^S^fl#:S■g■^T;4SEESIi|iJ*|& 



(57) 

S-fbffi. PTCRWCA^<7)?tf*cOJfll'tlf$^SS^i:'«S-<rcO 

( 2 ) imm^^. m^mm^-^if o mMdzm^^ssa. 
4^m:i'-i:^Mizm.m-t^z t. ( 3 > tmntK 

^M^^%izti»i,mm.f5</)miffmmvh&Bsm. 

(r)mm^cr>mm^^Mi,zm.w-rhzt. rz/ (4) mm 
m-ijK m^ffjmsM.'smmwi ( ptca) <7imk(r>u.mM 
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$ria«-ri,flg:^?:*-ri.!i4!i«. at^^wtcss^ixft 

L<{i?j§i4-fbJfli/jN^<7)^-^. *;^c{iMg!'fbLDLS§fl! 

s-^-ri>«Bj!a(c J: i>jiti/jN«^L < {i^s^t■^bJ^l/J^«<oK 

[ if 5 ] L D LS^f^tCi^-^ L . K-ft L D L 

msmm^^m. f^mmmmstmmmm ( ptc r > 
<r)mk. ^t:im^w)mmm^vs (ptca) cotg^ 

mm. w^mmmmm.i&mmm (ptcr) cT^mk. t 
fcimBLWsmsk'sm&W} (ptca) commzmfhiSk 

I m^m 1 0 ] immibK le-ftL d L^mmzi^^i- 

mat fzimsm s i,zMm(^tmm^L 

11] K-fLL D i.^^mzi^'^ L . L D 

nit&i*ii:^A.T^j:?>m:&Wimmmm.^mmm ( ptc 
R) S7t(i^wsjiii'g=j^Bg« (PTCA) cornksmm 

I if ^« 1 2 ] ig%«*v K-ft L D L Sg#:(C^-^-r 

m 1 1 iztmcT^M'eMm^i^mL 

[000 11 



lm^mzm^^tLntiRW^:^^T^J:^. (i)mt 
-fbL D Lsm^<7)jt^jN:^ L < ^i^Stt•^bfll/J^«colS 

^Sf^i^<7)g^^!f^^ ( 2 ) |Jj|Ifi?S^b!E. 
?tSS<»», ig^WS»MJlate?§»tB (PTCR) cote 

*^{iis*6<i®jiii'i^«« (PTCA) <nmkizt5 

«!|«!), (3 ) mmmitm. 'm&smm^mm. m&wj 
fmm^iL^mm^ (ptcr) <DWim. ttinm^ti^m 
sk'smm.Wi (PTCA) commiztiifh^m^im-t^ 
tcubcommmi^^. (4 ) u$i&^m})m5Sa.^mmwj 

(PTCR) ttiim^^MMmm^^lS (PTCA) (7) 
[0002] 

ivm<r>^m] hfi>i^i>mmtj/!k'¥izmt-thm^m 

(VLDL) tzffiDiitfL. Itll4«T''J/-KgaU/'C-Hf 
( L P L) SLU'ffFtt h iJ :/'J -b V H U^n'— t* ( HTG 
L) coi^mi>zX<0. (I D D Srg/c 

St, ffiS&S'J^ge ( LDL : Lofci-Density Lipoprotei 
n) ^t-ftW$il.g>. CliOLDLti. LD Lg^f^f5$::^^ 
LT5^^^W«^fla^i:]lX'93i*^^SCl tlCj: 0 , ^«scO$fflJia 

[0003] L*^L^*^'^5, -r<OLDL*>", Jfill=F*l^*B 
^t, K-ftLDL (Oxidized LDL) i:llf{JiX|)^LD 

[0004] -:tr, jH^i^iST^iz/jfliWMT'fi, jiiii=(*i 

H'fff^l^TaiA'Jlll'gMT-^t./^K'fkLDLti, 

^yr-i^<mi!m\,zm^tihzkt^j:h. s?-fkLD 

TtKLDL) \,z1tth'^mW-Xhh'?-^x:tyr-i><r) 

f^f&^M(7):xA'<.y'j^r~^^w^^Lxmi&mzM'o 

Tht1XhZtt,Ziihh<r>X'hh (Nature, Vol.343, p. 5 
31-535, 1990; Nature, Vol.343, p. 570-572, 1990 ; Pr 
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oc. Natl. Acad. Scl. USA. Vol.87. P. 9133-9137, 199 

0;Proc. Natl. Acad. Sci. USA, Vol.87, p. 8810-881 
4, 1990:Curr. Opin. Lipodol.. Vol.2, p. 295-300, 1 
991; m/i. Clin. Invest., Vol.90, p.1450-1457, 19 
92) . 

[00 0 5] ZC0-?i^uyr—>':^:^<yi^->r—^mt^ 

{c^iconi^xx o-yPSrSSL, i^Wmmit-T^^lb 
tKch ( r^j^«)l|l^«-fk^j . ^0k&m!l& 1 . 

. ^249-2585, 1995^. ^f' 

[00061-:^, ±^«oilii'ti*i^^T^ili'gafc:^ »3a 

fiq*>, K^tLDL**. lllL8i[«t'<0V^'n7T- 

v-'^m^tcwLT^-fbtt^^t. jiiiti*i^«j)iaji(c*« 

^ D 7 r - i''<Ojfll® I^ST-^iOM "5 a^MVtcifll'fM^ 

[0007] zcDMm'^-?^^ ay T-'Jcosla.'^m&mfM 

rt^S*iflB_htc:l63SLTV^Si!-fkLDLS^f<s (Oxidized 
-LDLReceptor, Ox-LDL Receptor^ T^tiLOX - 1 i:^^ 
^iXh. Nature, Vol.386, p. 73-77. 1997. 
-ft^WIt, Vol.39, p.83-84, 1997) t^MKm^L TV^ 

Jfllte4'OSE-ftLDL*i, K-ft;LDLS^<!|s5:^tTJfiI« 
rtSSBSatllROJiiilSi:. ttiJiai^-C-O-K'fkS* (N 
0) <50&t*<fflS$ix, icofe*, Jllitl*i^*Bflao«® 

V ^ o 7 T - 'j^^mifi. Mm\^&mm±i>z h 5 -v 

r^fL, Vy-yy^iXt:'79x:iyr-=J'^smt>K iflif 
— i^'Ji. ±MLtzXoi<z~7-pmyr—i^y(.i!i-^'yi^^r— 

'^^w^i^Lfzmiti^Di.c^mhi^izx ^mF.mmtf 

[00 081 Z(r>^^m.X'<7i'7-:'uyr—=J(D^Wm'^ 

•fbti. mmmim.<r)±-^j:wmx'hhz.bti^h. mmwit 
m.<7>%m.<r)3mi. iMLtz^m^^'^^ayT-'jffym. 
*sn&.wm^<^mt^x'h ht^x.hixx\^i>. z <7)mm 
^•?^viy7~ 'J(7)smi^^mfs&^co$^i,zm < m^-t 



W7t^?§l/^TV^^ t COT'S) -i.. K-fLLDLS^WC 

[0009] ^itLtzmmRv^mmm (r^Kh-i^x^ 
if) tci6i*»-pTv%^iHa]ia<i. ^mzt'^x^m'kmmx' 

*>0. igifflJia<7)fi!i<0«IJiatcJ:^«::ft{i, iE^^M«^iffl 

WfJ^f^'^^fcMZ'^COTci-bXX'h^ (Inununol. Tod 
ay. Vol.14, p. 131-136, 1993) . m^^tLfcmmRX/ 
mam (r.1<'h-i^;^^rif) tc^i^oTV^SiffllSo*® 

x'hhtm^^tix^x^^^h. 

[00101 ^tl(}(r>^^t<0'PX\ 7 rf-v'/H: 
Vy (phosphatidylsenne(PS)) OSiiKi^rtSfK U— 7 
l^ /h (leaflet) t^^ffl-UV — ylyy h^cohyyx 
ay— y (trans-location) ii, JfflSajE (T-I^l — 

^^>*fCl'>-S. (J. Exp. Med., Vol.182, p. 1545-1556, 

1995) . iJe-?T. *ifla<7)aBiC^$^if^PScOi2^{4. 

^itLtimmm/mmw. (T;Kb-i^x^ri:') tc[6i3&>-5 
mfrnxftmrn (r-if i — v-x^i:-) iciai*>-3Tv^&ffl 

flSWitt-^Ji:, CD36at^^'7XAX;ie?'<;yS/-v-S^fi|s^ 
^ S: :r^ L T i^ilT V ^ .r t d^'SI tt 

X^i^h (J. Clin. Invest., Vol.90, p.1513-1522, 198 
9; Proc. Natl. Acad. Sci. USA, Vol.93, p.12456-1 

2460. 1996), CD36«, m±.&mmziih. r^fh-v- 

XlS^^tjsi'h^-bir^O'h (Apoptotic photorecepto 
r outer segments) n^M. Ml^'CavySS'f yf^^y 
mfxuy:f.7.ii<y=j:y (thrombospondin) }i<^^:hT 

x'CDsm^^-? ^ D 7 r - 'Jmmmmm/n^mm^m 

IcM-^tTl^S (J.Clin. Invest.. Vol.90, p. 1513-15 
22. 1989; J. Biol. Chem.. Vol.271. 20536-20539, 

1996) , mU-7 9ayr-'J\.z-ii\^X\i. fiti^^XAX 
:^^yi^^r-^^mJiWi,ZX^^m. ^/S(4M^7XA 
xX?'<.>'i^>-S^fi|5<7)afe^Sr6SE«i: d ^mi,zX 
X. Tii^\—i^::^{,zm^r>mmm.<^fi^ifim&^ixh 

(Proc. Natl. Acad. Sci. USA, Vol.93, p. 12456-1246 
0. 19%) , 

[ 0 0 1 1 1 v^'o^ r-=j\i. wm<r>mnmmmf 

imf^j:h^W7i-Mi-^\,zmtLx\^i,i)K m^-thm 

M(7i^ Kh.^T^h- i-xii^T14iWJja<7):g::ft^^M-^ L 
TV>|) (Immunol. Today. Vol.14, p. 131-136. 199 

3) . mti^^izx^M^ztufhPscDi^wu^fm 
Rummz (Tdfh-i^x^i:') i,zM^':>x^^hmm.cr> 

^ftttJOT^-^LTV^St^S^ixrv^S (Proc. Na 
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tl. Acad. Sci. USA. Vol.92, p. 1396-1400. 1995) . 

•S^SfeSr^T-^T*.-*.!) (Proc. Natl. Acad. Sci. USA., V 
01.95. p.9535-9540. 1998) . L*»L5r**^>. HH-'h^^ 

t'cofujosfflsa t Sf-fb L D Lsmiox-i t coffl 

t 0 0 1 2 J L0X-1J4. ifiLf rtd?i8BJiai'*5V^T^^*T. 

s^-rl>s?-(bLDL^o$!)*&«^:f^-rl.t^^a!l$il.l). lox- 

h:^-( y(,zxK>mm^ti. ttznsias.^-yhizti\,^xm 
mizmm^hmmzj: omKmrn^tix^^tzt^r^-t 

%}<DX'hh (Circulation. Vol.96, p. 1-104, 1997; Bi 
ochem. Biophys.Res. Comrnun., Vol.237, p.4%-498, 1 

997) . t*>t^r*<ii>. ui\-\tmuwk&'mmnwm 
mt commmmz-^\.^xii^tmmizmBM^tix\>^'k 

[0013] 'OmmSiiz!mi:mr>x\>^hBmimtfim 
mmif^sHL^^b'izx *)mmt. 'mmmm^zmhz 

mssmmm^ (ptcr) ^^^t^mmsk'smmm (ptca) $r 

»*-'|6]±LTV^^, L*>t. lfllgri^B#S*%-?>RSS^ 
«ix.«.t. lIil8rl2:Wra^S^i:^cJ:-5Tfi^^c:'l:^«5«« 

m^^o't-'mmMMnm^ii^mzi,. -if. ptcrw 
!^mm^zmms^{iL^:m^Lxi!sL's^mm^^th ztt^ 

h , jfli1=iOi*i^coS5S$rf#d . Jfiil=tf0«e*iec: h t . 

!tsL'S'f-imcomm'^p^mT^<^m^tim.m$ti. ptcr^ 

izii. m^^m.^M&.p^izfi!^4 o%(Dm^x'sisL'enmm 
t^rnz ■& . Lox-i t mmmi\Mer>^ t com&'&kz-o v ^ 

TJi. ^<ri^^\Z-:>\^X<^7rmth^^<r>(7i^e^h 

t/PTCR« t < <iPTCAJ61igf^<7)attttS«Sl«»tci3 tt ^ 
ifeSEt LOX-lfcc^Riatt-. ML/ft3PTCK^L<{4PTCAS&ffi 
f^tfOjUtllS^Jgi: LOX-l<7)Rl3«ttlCOV%T i^^tmht^ 

lz^ixX\f^^\'^. 

[0014] elflL^SZ/^S^iIll«tM^T■•ifll^^^cO 1 o 
T*i.lfll>'jN«(5. ihimSl;? (1II1?SSI1^) icfcV^T*!?! 
=2rtilfJ$-tBv^. ««$ii;tilaf i*i*«B)jat^ft!li-r«. t . 



m^^i^LX'im. mMRm^mzLnsLmmm (±m) ^ 

yh'y (Thrombin) ^t'commm^mmtmf&'th 

iz0kmKmiz:k^<m^Lx\^?>, bp*>, immit. m 
w^tx.fz]t's\f^AmmizimLxmm. mkt. m^s 
7mm^&iiiLmi&^^-^ttni¥^^(^7S^itizm¥ 

■ri.B^<iri:'5rS!i:ai-t^o StSL^mt0k.&t(^mmz-:>\,^ 
Xli. mti:i^mi^^^iZ-?\,^X i:<mhtlX\^:S>. * 

t'<7)kmizin'r^m^(7)^ < a , ft&^^m 

i: d^r«l^**Bj^>*.(c;^:^t:t^*. ( 1 ) 
^&«Efflil'fb^6t)#&t:J;'3> ifiL-'h^Jlfitil. l^ll/J^«©f 
-4 (platelet factor-4: PF-4) . /3 - h^y^if^ya 
y^jy (>S-throiiiboglobulin;/S-TG) &X/P\)GF (platel 
et-derived growth factw) =5ri:<01fd./jNiK't'tfOlEStS!lK 

^^mi^m^mzM.i^tih , ( 2 ) smi^j^coiia/jN^^tf 
iftKcoiSTi: , ssm.'pmi(r)±m^M.htih . ( 3 ) m 

/J^^^Offl«|*«fg*> A>iX|> . ( 4 ) ADPT-Omi^jN^^ 

**<"jtjit-cv^^, ( 5 ) ssL^'pmcim-tsisLymwm 
( 6 ) inM4^mizxhs&m<r>m-^'»mmm!S.m< 
[0015] !WM^x/i^m^^mt¥'»mzt5^^xm-^ 

m^<7ymmmmi}^mz ht^^wmmmc^^ ^-yyif 

c:ixt-ifli/jN:^*^jD*)»5. 7 -rm LUi 

w^\,zimmimt^^t\.hi,o\,ztj:h, M-'mM. w 

ll*0?gtt'fb{ceH-r?.ll^fi£tre^L. «SIRE»*» 

[0016] CIO J: d \!zm^ammzu<^^-'^hm-^ 
m.mm'&'^<nim^zi.y)^iS\'^Kx\^ 

i:iIa''J^:^V^'l4■(bS^ (platelet-activating factor; PA 

F) a^mi^^ix. l^lL/J^«<os^«5^^R]t5L•c&aJS^5*< 

o>-;t?^-9->'A2, PAF. lfll'ffSc7)ADPaseS::rt-f •g.^i^^ 

[0017] ±^oj: 5 ts:m'^<r>mmmmm^-^ 



A. 
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^<r>m'J'-^^-t^B.t LT. mtliD I C (disseminat 
ed intravascular coagulation syndrome ; iK^^isSSL'W 

m^x\ rtHtt«iiBsss-«tt-fb-r*!i?!i®**ifli«rt{cgii 

h. L0X-li:Jii/jN«ai/r^tt^bfli/jN;^i:<7)fflSf^ 
tlX^^^\^. 

[0018] —m<o0imKfB7^itzii\^xit. 

tiizi^ < ^ismcosm^mm^commtm . ep *> . 
^hi^h^^'Mii^mmmizj: 'o±i^mpmmi>zn(:>i}^<^m 
mtim z-^tz^. iistijfli'gjiiigi $. BjiST-gsnT v ^ 

i. ejfli^*^\ m'^Mzsk'si^&mmifzm^L ( reni^ 

iflltrt*«iflatg?3t (tethering) LX ( rtU^O^ 

yf^j ) . ixt^x'. ajfii^ti. m<Dmm^^ (.^yT-^ 

0 >"Sr t' ) fc <7)mmi:if LX lfil«l^^*fflflatc^EKc^^ 
too 1 9] 

t^H^*^'mtJ; ^tf Siie] K-fbLDLSSfilc (LO 
X-1) (Cig-^L. iSSmSrtn-LTIfflJiartlcJROaiii 

^ij;<f>'F(co>,^T«, ifli4'i?-fbLDL mmmom 

<^lflI'g|*I^*lillia'\<7)m^2r^^-rS?l^fc=5:S) , AX 



=5:v^, ISK-fbLDLS^fjIscoatg. MV^t:K-fbLDLS 

[ 0 0 2 0 ] Hfl*>, i?-^mt. K-ftLD LSS^tico^fr 
F*I 'J >' H S- |Hl^-r ■& i: 1 1 , ^my Y<rm 

-ft L D L S^f^^O^-^ ^ ffiS-f i. tfe:^ ^ ^ i|?!)K ^ 

[002 1] 

[guHS'M^t-s^ctfxo^s] ii?mmh\t. m\Mm 

OK-fl:LDLS^f*c (LOX-l) t;:^^L. WSM^^ix 
tTlIatf^^SiSa=5ri:'<Offlflai*itcIX0a*ili. 'J;iy>'K 

( 1 ) K-ftLDLS^fiisAi, ila/jN^KMiXtcvStt-fbJfli/jN^ 
i:^-&L, -?-ix^>Sr«BflaF*llcflX03itJ (*A) .It, ^ 

( 2 ) K-fbLD LS^#:(Ci^-&-tl.!|ij«, fl?IJi.{fB!-fbL 
(3) SE'fbLDLSWf*:fciK-g-ri,!t?!iK, fiaj;i{fl?^tL 

(4 ) BE'fbLD.LS^mcm^t- 0!li.»flf^tL 

DL(C^-^-ri.t)if*:*^ 8^6<JSJlll«)^fiSi*ri (PTC 

A) ^o^rI^*^olIll«s$^^sr^rs^cRa«■r■i.. 

[0022] ::n^>co^<Sf«^:^gi^{i. K-fbLDLS 

m^imm'^'^icnmik^k^. mf^zmmmm.(n>i. 
ottm\m.^\,zu<m^-L. ^ixh<^i^%.t>K K-fbL 
D i.'^^WKz^-^ LBs-fbL D L<?)±fjcrt 'J > Hoe^b 

D L\<zm^^i>m^t£ t' ) J; 0 j^-r-s. ^ t ^^-c-^ s 

'mmzm--^%. »-fbLDLSm{C*£-^Llf-fbLDLcO 
'J ;<f y F iOK^b L D L SSfls^cO^-^ Sr § 
(0«x{f, ig'fbLDLlcJg-g-ri.iJtttc'Srt') S-ffl*.^ 
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[ 0 0 2 3 ] IP^, ^^BBti. Tia ( 1 ) 7^jll( 1 2 ) 

( 1 ) m^tLDL^^mzm^L. si-fLLOLs^^o 

V ^> H<0|gK-fbL D L^^W^cnm^trm^-t 
0 . iSK-fk L D L^^«js^<OJt/jNfiR^ L < (sa 

tt'(b(ii/jN«<oi&^ . * it (iSK-fk L D L ^mn^^^^-t 

hmmzi. hm-'WSL< \immtM.A^(mjh^zmm 

( 2 ) ^A^m-^i^ 0 m^x'hh:i t 
sitt-rsirna ( i ) tcieaoEaiffl^iB!!. 

( 3 ) f^«*^ Wlij^BT'ifes t l-i^ffit f SfiiB 

mmti ( 3 ) (D^^-rtiMzmmcosmmmi. 

( 5 ) S-ftLD LS«fi!tC^-&L., K^hLD LS^frO 

^mtii^-t^^n. Rim^mzff^-^ti'^hmi^i: 

m.iMm. w^mmmmAm^rnvF] (ptcr) cowm. 
tfzitim!^wimm.mm&m (ptca) commztufi 

^ Buie ( 5 ) i,zim<7)}^si&mm.mmmm.mm. 

(7) immi}K m-itLDi.^mmzm-^'thiK^itz 

■t^x'^J:^mkmm. 

(9) isMs-ftas. 'ii«iiiis?igEC&*. m 
!^6^mW}MiSK^mmm (ptcr) coib^, *;ttis& 

mmslSL'^mm: (PTCA) <!01iBf|fctt3{t-&ife!ET'S)S 

(10) msmt)^ s^bLD L^§(!|stc^^-ri>i5i«s^ 
tzima ( 9 ) ^zim<r>iri^m']. 

(11) g!-ftLDL^§«slC^-^L, K-fbLDL^g^ils 

■fh^-^^^-thw^. m/m^m\.z^m^nmhmw 
i^A.x't£^i^^^mm.nmmvf} (ptcr) ttz 
imsL^mmmwim (ptca) (TiWjmMmim^fh 

(12) m^ntK s?^bLD Lg^f!isic^-^-r^sii*:s 
i>z^(r>M.'^mk^imm. 

[0024] 



-miim-)jm. m/^z^wnx-m^^hm^comm^^^ 
h-b>{z-t^ zbkzii'o. ^^^n^nmi.zmm'th . 
Bjtcjstts ruifuijitsiij t{±, hh. n/i^, n^-y- 

W\M.Xi?-X'h^. 1ttC»^L<«. thT'$>l>, * 

^fzli^"^ :^<7Mit\^ D LS^fi|cT-ib& (Oxidized-LDL 
Receptor. Ox-LDL Receptor^Ttti LOX- 1 ) X'h 

S (Nature. Vol.386, p. 73-77, 1997;fl^S^-fL^W3t, 
Vol.39, p.83-84. 1997: !»ra¥9-98787-§-i^?g ; GenBa 

nk Accession No.BM81912 ; Biochem. J.. Vol.330 (P 

t.3), p.1417-1422, 1998) . ^w^mzii. mm^i 
^zim^ixhTs. ymm\\-^-th t vmt\^ d ls^ 

^7t{iffi?iJS#2tciE«J$ix?,T$yKEyiJ$r*-r 
1002 5] t.tz. ^WmX-mo rSg-fl:LDLg?gi*j 

yKffi^J (ie?"J#-f-l ) tll«6<)t:|5l-<:oTiyg!ffi?iJ 
T 5 y i?E?iJ ( iE5iJ#-^ 2 ) j|««tc|5l-or s y is 

[0026] ciT' ^m's.mzn~(r>T^ymmn'&-^ 

■thi bit. ^ffi<50T5yKgE5iJS:-^tf;K'J'<r^h' 

Sfiefijtf oa^fflcoT s y »^ t < (i 1 1 offl 
iorsyK, t<(ii7^M5fioT5yif*iM 

rsyK. »*-L<{si:;^^i o<ic7)rsyiE. 

i u < ti 1 jbs 5ffltfor 5 yee*H'tJDSixfcr s y ©ae 

[0027] ^^ajtiottSK-fbLD LS^Wi, ^« 

BS-ftLDLS^fis (Oxidized-LDL Receptor, Ox-LDL Re 

septor*;t(iLOX- 1 ) izm^-f. \^>zA,K(r)±X<r> 

St. m.(r>^%zsM^\^t.fz\m.mmthn:^>^ 
^^mmtz ^>omtmmL. i^wttx mmmm 

(extracellular region), JKS:3i^^(transiiiembrane r 
^ion)RX/Mf&MW& (cytoplasmic region) CO 3 ocoi 

mm^i^m^^tii,mm^t'>x^y^, ^(>iz^ff>j:o 
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^'f "7 — (homodi mer) , 'S-f o V — (heterodi mer) 
ife S I- ^{4:t y d'v - (origoner) SrJ^^ LT»t S . 

[0028] *%BB(I^DV^Tfflv^/i,i^^ mm^mj 

tit. H9^toj;^^rMRai4Se«0^#:*iJt<Od*>. ^ 

[0029] *|*HB{Cfcftl. ^mf-i t ti, ;K>J ^ o- 
•^-^I'fitf*: (CiJlllfS) S>2>V%(4*y:?a— f7HJt<*2:Si* 

rfit#:j <i, mraoi«?Liti!|^tfOK'fbLDL 

$it»-§>=^f^7tn;f*:&t/^t hS!Jif*c ( CDR-graf tedfit 

t-/l^ei#:<7DJ©-^tc;«4, IgG, I gM, I gA, Ig 

[0030] ^^mx-m o^V i^n-i-ji.tn.W ( filJfll 

ijiMi. iH^iZfbtXyo^ yhT'JcLJ-syV (Freun 
d's Adjuvant) tiittc. "SfUiJil^l, »^L<{4, v!? 

r^-. '>v*i,v>{4'>i^. i.^ntL<\i 

[003 1 ] ^y^^Tn—r/umwit. Mi^mznTmco 

XoiztXWim.'t^Ztt^X'^h, fiP^, ly^cobhi 

^m^mmmms'f ffl^«s, -^jsi^!). mm^ 



SMt:. 'Jmi,zmtXyx:i^yhT'J^^<yh (Freun 
d's Adjuvant) i:i:t(c:, 7>yh. )\J^y^9 

7-y h?)S^-^(4>'NA;^:?- (b bfitfrjg^h^yxi^'i 
.y ^ -^-^XiO J; a ^rfl!!<Ol6!i»**c7)in:f!|sSr«^-r S J: 
OtCf^aj^fl^b^yxS^'x- y^^iftq^J^-t-tf) OST 
rt. fSP^I^s t?Mrt> 7 -y hVN-.y b'rtJ)SV^(40Kl*liC 
lPiSgtIliait^S*»S>SVM4^«-t-?.::i:{cJ: O^feg 
!S#Sr)!ife-r. 51^. tU[Hl^feS*»^>$^ 1 7b^ 1 4 Bfttc 1 
J^M4lHj^gS-ff^T. g$5^feSJ;0*<;lP)^5Bf^tc 

h ^feSmoe^^r if J: I? . JSSSS-r ^ ^ i: *<T'^ 

[0032] ^y9^-^ivm^^%'m-h)\^'/^} y 

(:7-^f-V- (Nature), 1^2 5 6^. 114 9 5-1^4 9 
7M. 1 9 7 5%) ai^-eiXtCiitSiifiilC^ffilCtjg-pT 

mmtcommm-^^'tt^ztizx 'om^^tih, 

[00331 mmM-^l,zm^^hiXh Sxa-'^SBiai: L 
TJi, {ajx(fv>;:?,^5l55xn— -7P3/X63-AG8.653 (6 
5 3), P3/NSI/l-Ag4-l (NS - 1 ) , P3/X63-Ag8. Ul , 
( P 3 U 1 ) , SP2/0-Agl4 ( S p 2/0, S p 2 ) , PA 

1, F0S)§V->{iBW5147, hi*Sxa--7210RCY3-A 
g.2.3. , b hSJftSXD— VU-266AR1, GM1500-6TG-A1- 

2, UC729-6, CEM-AGR, DlRllS)-!) t'^liCEM-TlSSrfigffl-r 

I sAm<^fm9em&^mhzX'^xm^-thzti,zx*) 
[0 034 ] ^N-fyj \^-'7i)^t:><n^y ■p'o—i-ji'txw 

X, 7-yb. ^:;P^: y f^M.:^9-^fz1,i'0^^m. 
»*L<«i:V'>X*/cJ47-y J: Off* L<t4^'^;:^ 
(^ffl7l<4'^T'<7)-^>-b';J<-ClTi'\ 'i%t>fltzi^^±.m. t 
/itiWf L»»S!)co^**> 4>#M-r «. .1 i: J: 0 ^ C: i: *i 
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[00 3 5] a^ilfitetLTii. Ham- Fl 

2mm. MCDBl 5 3mt&hh\Mm>!!JU'>^M.ME 
Mi^m^cO^AJi'i^^J^.mmS.X/MCDB 1 0 4tSifi, 
MEMtgJfi. D-MEMtgli, RPMI 1 64 0l§ift, 
ASF 1 0 4tStfiS>i>V^{iRDt|Jifi^cOlS;&;Pi^'>AiS 

ii!!^*iw^>n. um:^mi. Emtzmtx. mm 

(DEAES/ctiDE 5 2^) . lji-fAy:/o7' 
[ 0 0 3 6 J 2|s:f6B3Kt3ftl. '■=af^7Stf4cj {^^ afs^ 

^^W^li. IgG, IgM. I gA, IsD&X/ls 

^n:fVyco^^mmX'h-yXhX\,\ ntL<li, t 

h I sGco^^m^X'hh. *5%Bjtci3{t?>=^fy9*y 
^ a—rjutjimi . mmaTcox o Lxmm.-t h z 

tlfiX'^h. LiJ^L^st/^h. ^<r>iio^j:Wk-}mi.zm.^ 
[0 0 3 7] mUt. '7^X/)z h^^y^y^^u—f- 

jmmt. mmm^ mmm'pm) .mi. em. mi 

0^. 1 988^SlK#^^3-7 3 2 80^i^fS^S: 

^n— ^;^iJi;^^:$.^■f•?»'^'^7■'J H-v*>/i>mSlt/c 
y o— :^;H5^f♦:2■ n- H-ri, D N A*>^>ffi 

.U>Sr^-^-rSDNA*>/c>]R^|U^cC„iBe^ (H«[ 

§DNA*><i>]lXftt^?gtt=5rVLitfE^ (Lli«m«lS 
Ay^OAU^'&n-b-rSDNAA^/^IRtfLTtCLa 
?l^|g=Sr J: 0 tcffi^ij LT 1 oX{5«iJ>?<^)^3S'^^' ^ ~l,z 

nxL. u^^^i^i'-x'm^mm^mummt. um 



'mmmi:^^^ ;ik\,zii ztlfiX't 

[ 0 0 3 8 ] t-r. •7^X^y:^a—i-jU 

m s:fflv^T?mL. s^vWcwLT mmo. 7 

»»L7ty/PSrCa|;tJfxf-i;«>Ayo-7'f Y^X'Pk^L. 

L. 0. 2 5M HC 1 jSMtCl 5^ra?S-r. iJ^V^T', 
0. 4Nc7)NaOH?§JS(cl 0:iJ-ra?iL, ^comm^i)^ 
^zmtti>. imizX*). y -ov^—izif^L. 4^IBWIi 
y <)V9—i^ULX2xsscx2m^^-th. y -{ 

/WrJ'-Sr+^^ASsL^t^. '<.>f ( 7 5°C, 3KJ 

lxSSC/0. l%SDS^?S{CAfL, 6 5'CT'3 0 

:Ji-ra3iaa-r.&. »:v^T\ 3xssc/o. i%sds^ 
'^symt ^iz }z'~-jvmz^M. . 6 5 x:t' 3 ~4 
[0039] z<r>fpi,z^^pmmLfcyu-yDN 

ARW^-^yV^-f-^-i^aym^Xtl. 65*C-C'12 

®«J^i®ifilJK. Kl5SJS*iJ;mra (C?iJt«S\ 2XSS 
c-o. i%SDs?g?g. Sig, 1 o-i^m) coij tx\ 
y -ov-s^-idto. W,y ^ )Vi'-^\z=.-)vm>,z}<^. 
2 X s S C 5:iJ.-fiSn;i , S6=tJL. •^-V'y'J^y^y ^ 

D N ABrn-Sr-S-tf^i^Sri^ 3 SIS^JS^iEil'DtCTtJJ-li 
yr~=J^9^~ (mUf. Charon 4A. Charon 2 
8s AEMBL3. AEMBL4^) tCfflP^ia^^, U.y 
T — 'J^^^-X-i^m^ LE392, N^639^) & 

j^wte^L, ^^VA^-f r^'j-Sr-f^-r-i.. -ec7)iry 

A^'fT'^U-Srje^^rrn-r (H0[J3ag^. 
m (-y-^x^-;;^ (Science) s m 9 6^i^, 111 8 0—^ 

18 25, 1 97 7^) cfiie-5T, r 

^^^L. eWi:-ri>ffie?iJ$il>::V„(VDJ)il^S>^v^ 

(VJ)a^E^^$r■^tf^t^E^^*^^#^>i^•c^^-5c: t 

[0040] =sf -X ^Yfctcffli^s t h c„iae^^i 
hCLafE^$-srj{cmisi-r§. mm. t h i gci 

t<r>^^^Vi.W^fm-thm^i,z{i. C„af£^-C'$)§ 
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C r 1 itfS^ StX X C a: Sfs^^ 5r r D - y t L T ffl 

[0041] Mi^^l,Zi±, mi.l,f. i^D-y I g 1 4 6 

yX(Proc. Natl. Acad. Sci. USA), 117 5^, |g4 7 
0 9-^4 7 13H, 1 978^) *»^>fD3kb<0H 1 
ndlll-BamH iBff-^-tJ^O-^-MEP 1 0 (7*0 

roc. Natl. Acad. Sci. USA). ^7 8%, |g4 7 4~^ 
4781:, 1 98 1^) *»^>c7)6. 8kb<7)EcoRI 
Bi^T-^r^'U-yi: LTfflVK h h(7)7Amaron 4A CO 
Haelll-A 1 u I ^y^^-^y^'J- (-fevKCel 
l)s mi 5^. mi 1 57~|gll 74H. 1978 
^) 4"*^^., b hC/cjifE^Sr-t-;^, xWNV-tf-^iS 
?r«itLTV^|>DNA|Ff)^$-#|irtS. iTt. thCr 
,JH£^Jis fi^Rtfb M6ieffFjfflJ!aDNA$:H i n dill 

9kb<7)>'<:>h'SrA7 88lCjfAL, Buletoro— ySr 

[0042] z(DXoi,zLxmm$ixfz-?^xv„mm 

^(r t' L ^ V „ ififE^ (OTSStc h h C H at 

{fpSV2gp tS)SV->Jip SV2ne o^cOf^A;.^ 

i^-iz^m^zvt-oxm^^^ts. zcrtm. '7^x^/„mm 

[0043] Z<7)J:oizLX^mtfz=>i-^ymii:^^X 
^m^i'^-i:. fi?lJxlfP3X63 Ag8-653 *l)!aj>.6VM4a> 

*jym^fi'i^^j=^mh^^^im^ii^iz^K)m 

[0044] ^^mziHf:^ r b hSiJifr (CDR-grafte 

i-ji^mmz ijR-r s im^m<^nm&mMmmx'h 



0 . ^<7)nr^lSo«tffi^lS*^ b h'fAy:/n7'i;>'i 

m(7)^r^iii<^imm&x'f>*) . *>o^c7)^?is«is*Jb 

[ 0 0 4 5 J C: ^T-. m?efSiSOffl«tt^^«l*t 

nmzm.mm-^-t^^m.x'h^S'^comm (complement 

arity-determining residue ;CDR1, CDR2, C 

DR3) srjgL. tti^i%sm.m>tmmmtii. S[3-p 
mmmi^mmcommzit^-t h immu.^ $ fife 4 o 

<?5^1* (Framework ; FR 1 , FR2, FR3, FR 

4) ^mt, mwttm^ mm-^-^x^yi^u-^tv 
yi^uf^)y±^%i^^mi. igG. I gM, ig 

A, I gDSl^I gE^fDT^y^'-frtCj: o^^iiw 

■r ^ b h ^ Ay U VC7)^^^yjT'35 ^ T t J: V \ 
»^L<{4, bM sG(r>^nmmX'hh. t-fz. bh 

[0046] *^Hjtci3(t.i,t hs^y^a— ^;^^n:«s 

{4, «?9;c{f OTco J: o C LTKitf & Cl t Ji^T i h . U 

-'^Sl^^sC^eb*•r■2.ffl^b hM^ y :7n— ^;PiJti!|£{4, 
«T^4 - 5 0 6 4 5 S^^jkmiX/mWme 2-2968 

9 0-^i&^^5r#Bg , afE^x^wtc^M-r-s fc 

^Wyu H-vA>4>. ii'-^< 1 1 l':>tO-<">;^HMCD 
Rjig^ i;K-7'>;;?.H0C D n^BFf-^znm-ri>'}f^j:< 
lOCOV^^^^LgfCDRite^^mSft. ^:^^bh 

^ A y ;j^D r 'J >'iifE^*» ^ frie X H ^ c D R tcj^r 

je-ti. b b nmc D R JJi^hOi^J^S: 3- F-r?. b h H 
^iig^t, H?V'!7XL^CDR{C*tJE-r.|>b hL«C 
DRJ3hc7)^«J$:3- H-r^ b h L^iifE^^Sr*^ 

[0047] SmLm^-?^ XWrnCDR^Brf-tW^^:- 

mXL. |SI^t:|gV'>XL^CDRiifs^i;igb hL»' 

-(C^A-f-i.. ^Ttfi, i^-^-^XHigCDRafS^/b 
h H^afE^i: v-^;^ LgiC D Ritfe^/b h Lgiitg 

ttT'^^. vIcTjJ; ■3^^LT■f^^^i^;l;^3S<^?r?'-•C 
?i±«$r?g«e^-r■?>::i:^Cck Ob hS^y^D-^ 
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[ 0 0 4 8 ] *^B3{Cfctt.6 rhhfit#:j tli. -i J>.y 

T^&^-t hZtizXK). m^Lfz^Vi7 a—f-jUtX 

(Nature Genetics) .^15^. Sl46~mi56 
1 99 7:^^; :t'-f^-v->''x:t>x-f -y^X. |g7 
|gl 3-112 IH. 1 9 94^:^^^4-5 04 
3 6 5-^^$g ; mm.^m'M:Wm09 4/2 5 58 5-^^ 
$8 : B^-9-'fx>'X, 114 0-115 OK. 19 

9 5^ : :*.>f^A'- (Nature), 113 6 8^. 118 5 6~ 
1^8 5 9:^, 1 994:^;2ai/#^¥6-5 002 33 

Mffl-r-SCltt^tgT'fci. (BS-lf'fJ: 1997^4 
[0049] *^Bj{ct5{tS rjjtfisO-iaJj 

(^-U6^<7)mm^wmL, mi^mzii-F (ab' ) 2, 

Fab' , Fab, Fv (variable fragaent of antib 

ody) , sFv, dsFv (disulphide stabilised F 
v) $).i)V»{id Ab (single domain antibody) X'hi> 

iJi^XJ-i—h • :tf-5t->' • ■ T-^tjL-T^-f <y 
• >'N'T->'>y(Exp. Opin. Ther. Patents). 1^6^. H 

5^. mm—AbeW. 1996^) . 

[0 0 5 03 CICIT', rF(ab')2jSyrFa 

b' J tti, 'f,£.y:/o7''j>' (^y^'Q— ^;^^jl^|£) 
9m-ri>ztizj:'omm^ti, tyi^-®«4'0 2*oH 

^^ti^1jii^yy:/^yh^MM-r^. ^Jx(i\ I gG 
Sr^NVNM yxmm-t^ t , b >'>''«tS4'<0 22|sc7)Hiira 

iz^-r^i^x/i-y^ v^^■^<7^±m.x'wm^tlxv 

S^Vh (HM^^ffl«) tCHn (Hli^^^lS 

^ b'^tJ: Oife-^L?tffi|5|=5:2r3coCi* 
ISI^&ta^^^^'y^-hSr^-^Fab' tu^. ^i^^ I g 



2-POFab' *5b>->''^i^T~:>3ar*<-5 7ti><Oj:'5^ 
Ut^yy^^jiyhiF (ah' )2i:V^a. 

[005 1 ] *^H^tci3tti> mmmMj it, 
(om-^^v^y-i-)^f:^^jii-btx, m^mzwm^ 
tintmi^. ap*>, mmm, m^m. mm\. mm^i. 
s^j, 9k^L mmm. 9utm. ^mn, m^m, 

m, :^v^'>;m, mm^\, vmh^^Hti^u-yy^m 
<mmiz i 0 igp ft s V MmiSkDmiz^^-r hztt/^x 

itf#Sffl«:4'{C0.1//gfii#:/mlfflf!|s~10mgln;<4c/m 1 ffl 
i^oaiSt J: 0 {c^«l*/ittSS-ri. t izj: OS 
it-rSifc*iT%2.. :i(^i:o^zLxmm^ti.fzrmm 
li, Umitrnt^^ b hS*tc^>fL, 1 \Bicr>ik^izii 
V^T 1 k st^hti •? , 1 M g— 100iiig<OW&T% Iff* 
L < li50A£g~50iiig<DSi|-^T\ 1 B$>?t 0 1 0—^111*5: 

mcoJ:o^j:mM±M^^j:iSt^mm*mmX'^ -i. , »* L 

<«i?Mi*iai!fT'j>«.. */c, :^m^cr)mmmmm.m 
«±, K-ftLDLs«i!|s£7)»®ss, l^a/J^^l/•^S't4-^bI^l 

m^3mi,zm^xBmm<7imm^<7:)imin^o 

?£, PTCR-^PTCA^«Otrjm£7)J(ll'i=HJ0$Sg:Ori:'<O«^Oglli 
[0052] 2|s:^Bjicfc{t& ""iJ^SEj i:{±, l^lW^H* 
amis, «^^i:') S>.?.V^{S^t;^!B5H:5rt'cO?h6*I^H(c 

m^-^izti V , em.mtfim.'si^^mm±x'<r>a- u y 
'ir<r>?mMmm/imf3m.i,zx oMmk&tmitiimiz 

-yj. mifeffitti, ifeJ£RJEi53&>'Jt«W-:> < Oft-&v^ 

(omjhT-mm^^mx'h^. ^w^mco^{,zi,±, -e-co 

[0053] ^^^miztn^hifkmt LTfi, IS, as, ^ 
1=, 11111=, 8$, ffFii, 'DM, mm. H, M^js, » 
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'^ife. fliirfsi. ffFiJj. m^k. m0k. m^, mm 

[0054] OT. mm^m:^wn^^hiznm\>z 

mpm-^ifi. ^^mmmmmi,ztm^fthmm(n?i.\.z 

[00 55] <##«aj> 
<:1>: 

[0056] ( 1 ) itflUS 

*^b3^jfii3«{4, ^ifmimir^jvwmwL (20% 

/sv h 'J .y b ) 43x% yrcx'ABm-< >'df i's-i- 3 

S'l^<. ) . '>>-:^Ml^*SfflI& (Bovine aortic endo 
thelial cell; BAE) ^WL<^1jm\,zmr.xm^Ltz 
(Nature, Vol.385, p. 73-77. 1997) . iurk&mmmf 

mmmt. rpmi 1640*^*6 Ciox^^^^imm. loou/m 

lO'^^^-Ui^, O.iiiig/mieoj^^M^rbvW i^y, 25.1^2 

50ng/ml(OFungizone (GIBCOig) S-g-^ff-^ ) cfsT'^H^ 

(Offl) IBJia (BLOX-l-CHO) Sl/IP^CHO-K 
IWi, Ktf8o:^tCtJe^T*flftLf>: (Nature, Vol.3 
85, p.73-77, 1997) . 
[00 5 7] (2 ) r;Kh-i^;^<0^g^ 
HL-60«iliacOT;Kb-j/X{4. jHflg ( l xiosfli/ni ) $.5 
O/iMCDi^^o^j^i^S H (cycloheximide) i:tt,{;37 
•CT'Si^ig-f :^=^f i'^- ^ 3 y C i: ct 0 iSII L 
/i. Jurkat«fflJ!S«0T;Kh->-;:?.(4. Ml^ (1 XIO^ ^i/m 
1) S-aOOng/mlcOCiFasIgMiKfr ( ^^Q-yCH-ll, 
^!fe(^WI£E^^) tttlc. 37-CT-6l«S^y^^'<- 

(bovine arteryendothel ial cell; BAE) <7)T^h — 
X«4. WflSSr. 50ng/inl(Offl^;cb hM««^H^ (R&; 
DSystens^) ttttC, 37'CT'6P#B'f ^^j.^— ^-g 

[00 58] ( 3 ) 5!piflI^<7)K-fbLDLS^#:/s.O^-^ 
#S^« e^Vh^'J.yhil: 1%) BAE, CH(>-K1«B 

ua^Tttmox-i-cHOiifctic, ^esit$ite4'T\ 37x:t-3o 



f^w^m:'Wmmn-thz.t>,z^y)m^ttzm. mm 
t7t#ila«cosit5:W-iitL7t {2<xy-AOomcozmmttz 

{4BAE««i&Sr. ft0ftlSL^. ) . 
[0059] (4) r:Kh-i^X{Cl6]*^-5TV^Sifflfla 
(apoptoticlfflfla) <7)l!^tLDL§Sf!|s^£0^-^ 
apoptoticffl^ ( 1 X106 jl/ml) Sr, BAE, CHO-KlJBM 
^TttiBLOX-l-CHOirtttC. JiSStSJfi+T', 37'C-r-30iJ- 
Ltz . OMtr^-^ L^*>-5/iapoptotic^ 

May-GieuBaT'S^LJtft. l^-^Ltzm^crim^ttzli 1 
^L<(4-?-iU:UicOapoptotic|fBia(7)SIR (<::t) OS"] 
-^^s^nLfz (l(X)-200mCHOiHBfla*3t<iBAEiNi)!a$r, 

ftmttfgctA^. ) , 

[0060] (5) 'J,-KrDf-f> 

DL (d=1.019~1.063) iSm.Ltz (Nature, Vol.385, 
P.73-77. 1997) L D L<0B?-(t1ffiipS.tXT-bf-;Hb 
ti, S&tC^r)Tl?-pytr (Biochem. Biophys. Res. Com 
mun.. Vol .1091, p. 63-67, 1991) . 
[0061 ] ( 6 ) ^?§ttLOX-l (L0X-Fc)(7)f^ 
'fi-'KfbLDLg^filsLOX-l (bLOX-1) J-n-Hf ^cD 
NA (E?iJ#-f-3) gBfi (Nature, Vol.386, p.73-7 
7, 19975.l/1tra¥9-98787-^i;f#g) tCie®co:^Si: |5]« 
{:LTPML.3t. ?#/i>ixfccDNA$-. 2o«0r7'fV— 
( 5' -GGGGATCCTGATCTCATAAAGAAACAG-3 ' ( W^m^ 
5) , S.L^5'-GCGGATCCrGTGaCTCAATAGATTCGC-3' (Ifi^iJ 
#•^6) ) ?:fflV^TPCR(CJ;OiiitlL, BamHItJJKIrgP 
&.ifm^\iZ^M^tifz •> i^L0X-ic7)$igair|,^i^$. n — H 

-r ^ c D N A ( mmm^ 3 c7)ig« #-^2157^^844 ) sr-t- 

tfcDNABin-^ii^L/c. 

[0 062] bM gGlcob:^^'^!^, Crl2. R 

DNAS:#^T-^^i)r7X5 FpCd51negl (DNA and Cel 
1 Biol., Vol.9, p. 347-353. 199()#B3. v-^ff-^— fe 
•y^y • -fe'JT-^yP • ;JtXb"^'/UC0i^-Hj«± (B. Seed) 

ij^hx^. W3m^At,ztm<nmmsM^^-th) 

BamHl T1S-fb LT mmt Ltz . 

[0 06 3] luJOiOJ: ottTf#/^ii7^c'>v-LOX- 1 
<^flai'hfS*SS:3-Hi-ScDNA$-, T4 DNAl»;&'— fe' 
^fflV-iT, C:^7)^*«C-ft:T7X$ H(50BaniHH3JllTg?{>i (SB 
^J#-^4cOtgS#-f-169*g) lIjl^L. r^XS h'pBL 
OX-Fc ^m^i^Ltz . 1 0 % F B S ( f etal bovine seru 
m ) ■g-ifrHamF12*$i1ft4^T-f y 3 >- 7 ;Px >• h tC;#;gt|fSt 
L7t:CHO-Kl$fflfla2r , 'J^y 9 (l\ pofectami n 
e, GlBCCaS!) SrfflUT , pBLOX-Fc (1 g ) Ml^C^ig 
r^;^? K<^^-pSVbsr (1 0 ng. 7:^-3 ; b 
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s r (Blasticidin S-resistance > SB^&X/SV4 0 

[00643 4 8^^0i§«f^, tSiftS: , blasticidin- 

S (lO/ig/mK yi-zi>-m) •^*HamF12t§*l6fc§i.7t$ 
^{Cif «t-.g> C t i 0 , pBLOX-Fcat/pSVbsrT'*}g« 

JI^«SS^BaJi. 1 0%FCS (fetal calf serum) & 

m)lasticidin-S (10/zg/mK ^-fni-^) S-t-^-ti>H 
aiiiF12i^il!i4>-C'*t1#Lf>:. bLOX-l-Fc^r^S^-fS^Ci^. bl 
asticidin-S (lO/zg/mK Sr-^^T-tSHanFl 

2t«ie4'Tn >'>';l^x>- h(ctg«t7tJ^«lKJ^{!|sCH0-Kl 
iWflafOt^lte$:CHO-SFM-II (GIBCO/BRL^) t^zWl. 3 0 

iS-ftJt, i&*±it4'<7)L0X-Fdi. Affi-Gel Protein A 
MAPS-lI kit (Bio-radS) SrfflV^T<J?Oi dlC^SL 

[0065] *&«±m&. f-ihm^mmm (binding bu 

ffer) X'WISitLfcyuT--^ V KTiJ'a—T.fiVfi^yh, 
lCjni.Jt. <J:V^T\ iJvd^^^-^mWS. (15 bed volum 
e) T-^rtLT^cf^, ^tiS^arJg (elution buffer, 5 bed 
volume) T'^aj^-tirfc, ^tii^R^IIllRt. ^)yWm 
WX' 2 mnii^m-^-t ^ c: fc t:: i @W L , WMLOX- 
Fc5:^#7t. »<bil/i!»^LOX-Fc^, igffi-r&/ca6Centri 
prep (T5=7yi?) SrfflV>TRSi'f-rjSL;t. BCA protei 
n assay kit (PIERCEM) ^fflV^T, 866jug/nilO!ttS^L0 
X-FcJ6^^#^i^^^^ii:S^i||gL:t, ±ie«MLOX-Fc 

[0066] iWi^L0X-FcSrl2.5%S[)STXfo-X^r';P (II 

inobilon^y7*7> ( S U^TM) (CT'o-y-r -f i^^t 

Tto ^y7'5>'^ Block Ace (SEPS?) T'— ^7"o-ydf 

gGffif*5Ll^ABCdf-y h (Vector^) S-fflUTRJCSrtf 

fc. ^fc, L0X-FccOT5yKlH?iJ^E?iJ#^7C, 4^^ 
LOX-FcUO c D N A lejnj 2: ie^J#-§- 8 tC^-r . 
[0067] ( 7 ) ^^ttL0X-l<O#llil«'^£7)itt-& 

g5^ifli«2-4%:t;;PAT;i'7-'b h'S.i^'o.2%;r;U^';L'T;l^-f 

#lfll« Cvvhr^U-yhffi: 1%) Sr. 50/^g/ml<7) 
LOX-Fc 4 T^^^IE^ b M gG 1 1 1 tc . 10% i^fl&iBlfllff 
$r-i-*-r-I.Ham'sF12iSm4>rSigT90^PBl-^ >-dr j.'^- 
^yitm^ MgG(Fc)i: i: ttc. SiSTTBO^J-ISI^ <?>tc 
y^j7.A:.-i^3 >-L. 5 Vi^y'i-Jl-mmm (Tyra 
mide signal amplification procedure) (TSA-directe 
d green. Dupont/NEN) SrfflV^T^SSiaoJX OSV^ISHJ 



[0068] ( 8 ) prSttLOX-KOApoptoticii^/VCOS 

4-<T--f7" (Native) ^Jurkat$HflSt7tt±apoptotic^J 
urkat$ifla (#>!? 1 X106 ffl/ml) Sr. SO/zg/mlOLOX-Fc 
MgGi: i: tCtg*fitf-C'37X:T604i-ia-< V 

^i^-V3>-L7t. fc'b^WbtittMgG (1:250^ 

^-aVLit. fflJia^. 4%*;PAr/P-fbb'at^0.2%:/ 
yP^yPT^l^T^b KT-S^Lfcf^. U vllSi«?g-C'3[lISt 
?tL. H i^^^-^;PJii|S^ (Tyraaide signal anpl 

ifjcation procedure) (TSA-directed green, Dupont/ 
NEN) i:m^^xm^Lfz. iJCV^f, iWB&S:. 0.1%Triton 
X-IOOICJ; 0)f3gtt(cL. 2.5;(/g/inl<7)propidium iodid 
erJft-feU. ISimj^^fgj:^ (conforcal microscopy) 
y.'rd^ (Bio-RadS) CJ: Ot«-«f L^. fS^tCL^*.^ 
propidium iodidetci SSIflacO^feii. ^ffi 

[0069] (9)7*;^7 r ^v'Vl^-fe U y (phosphat 
idylserine(PS) ) O^-ft^lfll^l^apoptoticifflflaJi-^ 
i03'htij-fb ( external izat ion) 

P s di^-fL^ifii^* fz {iapoptotic*iflatoia^^ffi±(c; 
'%^ti.hX\^htf^t^^ ^ ApoAlert Annexin Vapoptosi 
s kit (ClontechK) SrfflV^T, Annexin V-FITC(C J: 0 
^{JbLJt. Iffl^Sr, FACScalibur (Becton Dickinson 

[0070] (10) y >Bi«u ;Ky-Aopf? 

^SMU^V— A (Multilamellar liposome) U ^ 
;USrl:l:l<o^:;PJtT-i-tJj:dCil^t^. Kii^Sr, 
«i$-tt-/cliS$r , S*ljllJe*nOmMh ^-1. J: 0 U ^-BSS 

[007 1 ] <2>^«i:#« 

lailCfl^-rttJO, BAE«BMi:^{t*lfll«i:apoptoti 

c|ffl)ia2r*:t-rStg:'32r^r-r&>Ii:*>';b*--:.;to El 
(a) XtmSl^^MM^ . HI (b) (i:t^^x>f y^itfiK 
S:. Ell (c) tiapoptotic HL60«iflB5r. lai (d) ti*! 
«!a(7)HL60ifflJiaS: -eix-f iX B A E IBflSi: >f jL^- h 
t3'^t(7)T'J)0, BAE«iaa{i^>-fT-'f:7'IS^lfll«i:#Sja 
m<mumMz\im-^ LT v ^ . c: o*:ftvS14{iK-fb 

S=S^^-^tLDLSSf^cT'^>SLOX-l^&^:ft:fevStt$:f■tl:f^-r-S.*» 

[ 0 0 7 2 ] 02 (a) *»^> (e) \.Z^<tii o IC, BLOX-1 

#JlIl^^ir/cycloheximideJAS(3j: h-i^X*^' 
iS#$*tj£^T4^<7)HL-6 0$BflaiC^-^L (02 (a) 

(d) ) , ■^■iiVfz (02(c)) . BLOX-l-CHOfSJiiFas 
tJtf^T'SQiSL^apoptotic Jurkatifflfla'^umor necrosis 
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factoraT'JIffllLArapoptotic BAEtCife-^L.. ^^tftLJt 
:ibi)^t>. LOX-i t j: ^ apoptoti c|B^co:t:ft{i«<oa 

ixS . BLQX-l-CHOli:^.^ x 7'5^Jfil^-«5>iEjj^c7)HL-60 
aiflat:(i*SC{iit-&L=3:*»-57t. Wild-type CHO« 
{S^YbSS^Jfll^ i: apoptotic«(;{±jg-^ L^:*> -^tz. ^ 
tfO i 0 iCLOX-lti^^-fb^jfil^ i: apoptoti cSiSgco^-^ i: 

i)K ^-^•T^-f TlDLt'JiffiS^^i^^^o/i (03) . m 
-fkLDLtC J: Sffl^fOhalf-maximumti 0 . 1 ;ug • ml" ' X'h 

^ISZ-tt^tlXK^^mS. (nature. 344, 160-162(199 
0),J. Cell. Biol.. 120, 1011-1019(1993), J. Clin. 
Invest., 86, 75-79(1990) , J. Clin. Invest., 95, 1262 

-1270(1995)) ti^imx'ii. mtu)L<r>^mmmii:^ 
mx'iinmzi&\.^, 

[0073] LOX-l35«BAE4' eO^'fk/'apoptoticSiJKcT)^ 
^t^tLXmmt^ti^t^?:m^htzlibl,Z^ BAEtBlOX- 
l-CHOraT'«-<^ ^LOX-1 V ijV KcOffl*?5!)«S:ifc«5 U/- 

(04. HMOtiBAE, M*S(SBLOX-l-CHO^«-r) . S 
•fbLILtC. fucoidan&tXpoly(n$-jD;e.Si:. ^-ftlS^illl^ 
£7)BLOX-1-CHO^O^-^(0{3 1 ^ fc'd^fft'ilfe t/S. LOX- 1 CO 
Hv 1 U i]> YX'h Sdextran sulfate (50;wg ■ ml" » ) > T 
-b^yULDLdO/zg • ml-OatX'VN-UXSO/ig • ml-i)t 
^Vi^*i-^>t,^-^L^C, Lox-ioy;?yy HT-$>i.Poly(I) 
i < L/i t coco, LOX-ltfO y KTIS^V^Poly 
(A){i^-^t:^^gSr-^i.^*»-?7t. BAEtCiStt-i. UX?>H 
W^tt t ^-^iiiif mox-l-CHOT<0«$*i: ^ tTfc 

h^thtih, L0X-lc7)^y:7n— :^;HJlf!|: (# 
19-1) {i*-fb*Ml««OBAE-^(59Sg-&S:BLOX-l-CHO^ 

[0074] apoptotic HL-60<OBL0Xl-CH0St^AEtC:*f 

•rhit^(r)i^^^ifint.vmx'hr>tz:Lti}^^. lo 

X-l^iBAEtCtSfti-apoptotic^aSacO^-^^r tf'I'^lV-r-S t 

J: OiRTS^-Ji^v:. ClcOJSmti. apoptoticfflfla<?5L0X-l^cO 
«fPtt**in vitroT-cO^-ftl^Itil^cO-eiXJ: i: 

[0075] L0X-l*i^-(bt3<i:t/apoptotjc«Bia<;O^j^;5r 
«^-ft^:iI«l2^LTV^Sii:$•5|igf •SJtyj, LOX- 
Fc, -r^*5-^L0X- 1 <7)mW\-mW.b t h IgGcOFcfflJSh 
60i|-^ga$rfflV^;it. LOX-FcSrisEffl-r^CItti, LOX-1 
i: 'J KcO^-^CO^^til ^mmz-r^ . LOX-Fc$-i$ifitz 

ts:t^'>fztf^^ . BL0X-l-CH0t3j;tfBAE/s.O^'ft#ifll^S. 
l/apoptoti c*ifla^<7)JS-&*i*StC ffiW $ iX)^C (07aS.l/ 
7 b) . <>:t;L0X-Fc2rfflt ^T^-fbSBJiaai/apoptoticKB^ 
«0S^2-iS;^i7t . LOX-FcT'Sfefef t {c J: 0 . ^-ft# 



15. iES^r#llllTOi'JXfyH<7)t«-ffi{il.^>ix=5:*»o 

7t. Propidium ioA\Aet\J3)^-?cX'?AsisiW-X'^'mLtzi\ir 
katSffl^S: -S^fe-rS i: . jft^LOX-1 'J HJi^^* 

(c§s^RW{cJurkat^iflao^ffi^^^3SL•Cv^^ t 
tifz, zcozk immmmiztyi-fhm-i v fiv fo^ 

[0076] jE1t«ifla«0^«Mc7)ll^ *ytt U i^BgSti 
^Wi¥fm^Z^^\^X\'^h (Biochem.J., 294, 1-14(199 
3)) . <3fcAi:'OphosphatidylinositoI(PI)i:||SWt- 
{5^:^i:'c0PS(i:?B«^c0rtgP'J-7^-■y h(inner leafl 
et) \iZ^^-th. ^CO^^>!^S^{i4^Xf7^^ ^phospholipid 
sc7)"f 1 i p-f lop" J) S V >«"scraiBbl ing"^»tc;^|. jt^ 
$ixSATP^ii(#:a^translocasetCj: -^X^im^fi. (Experi 
entia 46, 644-656(1990). Science 272, 1495-1497,19 

%) . r-r-v-i^7.^^^m'^(ry^mzii\^xm^^h 

(Adv. Exp.Med. Biol., 406. 21-28(1996)) . 

OK*, i"^i:>-fePSCO^ ( external izati on) {iT;K 
h-j^;;?.<75«t,^coEPT'*>Si:#i.^>iiTV^?, (J. E 
xp. Med., 182, 1545-1556(1995)) . Apoptoti cifflBat 

(Proc. Natl. Acad. Sci. USA 92, 1396-1400(1995), 
J. Inmunol. 149, 4029-4035(1992), J. Immunol. 148, 
2207-2216(1992), J. Imnunol. 151, 4274-4285(199 

3) ) . ^<Tii^7.^Mtmik<r>v^-m.-^vmcth xox- 

hh. ^ixtcWiiLT, ^-fb/apoptoticilfflflacOLOX- 1 
fccO^-^fcPSfccOiS-^ORKS^P^fC. Tifs\ — i^xffl 
'^h.Wm.. annexin ViO^-^fC i Dl^dB$il.& . PS<7)^ 

•(l:#jfli^®A.c7)tb3S{i^Si: t ttctijDU/:; ( 0 
8) . Z:<r>^\^\imiA-\-vxyK<n^mts:^^^Mz 

f#oTV'>3^c(B9). i7-;P3-X<7):^a^6<)igJSA«PSt7):g 
•ft*Jfll^^®^cOffi31$:ffl»L/c (08) it«, ATP 

l!^lIll^cO^'fk3SStCfc{t&BLOX-l-CHOfe-^fE:>3(?DiiJn 

l>ffiW-f ^ ^ i: €rS^i^ tT (09 ) , 
[0 0 77] $^>(:PSSr-^tf';>li«'J*"V-A{i, PC 
(7^;^7r^i^';U3y V) 'J;KV-A*J^«*<^3!;>-:. 
7tl;:t*»*>i:)4>-f , ^-fb^m^St^apoptotic HL-60(7)B 
L0X-l-CH0&t>'BAE'\c7)^-&$rfflW Lt^.: (0 1 0 0 1 
3 tC^t") . PSU if^V-MZi.h^mimm.^^^X'h 

ia»(i:, PS'J*fy-A/iltT:0:<, Pi$-^*-r-g.ai 
onic liposomes, 7 * r -^i^VH!, V ^ y^V r'^V 
fV^ 0 -fe o-^Ptcardiol ipin t i Tt^-ftJ^lflL^-^Sr 

PI»L./e*> (012) , -:^r: y :fxy r^i^/ux.^ y 

13) . 
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[00781 z.fit,</)^^T- -f y u yi^m^^ts 'J «i^v 

-M.\i.mzm.^ L ^j:ti^'i fztzlfX'^j: < . BLOX-l-OlOt J; 

;c<^ix/i. ±f5K©*>^>, <:*vg14O{5i:Ai:{±L0X-l 

^03i:Jfl^$nS). v^n^r-i^'cOCDSe (J. Cli 
n. Invest., 90. 1513-1522, 1989) "^-^^ ^XkX^fjKy 
— Hr7*:?— (Proc. Natl. Acad. Sci. USA 93,12 
456-12460(1996) > t:'^ti\>'^<r>i}^C0^^mi. ^it/a 

Poptotic«{c^^L. 'i:LXXhi>\^i^^^-t^Zt 

m 0 <^&poptoticmm^<r>^^ti:mmti>(7iiz&mx'$) 

UZi^-^-thZtti^jmhixX^^i. (J. Bio. Chem., 268. 

11811-11816(1993). Proc. Natl. Acad. Sci. USA., 8 
8 . 4931-4935(1991)) . S^-fCLDLW. apoptoticfflflaiC!|t 

mmz^^ti^, mtiiPstmimm^^-thm^'L 

LtlKcW PSJi, Peritoneal macrophages (Proc. Natl. 
Acad. Sci. USA., 92, 1396-1400 (1995) )-^ertori SB 
mU. Biol. Chem.. 272, 2354-2358(1997) )tc J: §apopt 

CD36^7 5;^A;^;^'<.>->'> — Hrr^ — {Cj; Oft 
'ff^tih'^:kX'CDPSt,zJ:hm.mi,i, {i-^&OLTV^>S^ 
V\ CD36{:reU-C{±. *r±-r-g.$fi^*>'$^lXt^^. Ryeo 
B^> (J. Biol. Chem.. 271. 20536-20539(19%) ) (i, apo 
ptotic photoreceptor outer segmentcOretinal pigmen 
t epithelium4'c7)CD36'^<7)^-g-*^PStCj; •:)TffiS$iX& 
ZkirTjkLf^. — Fasok<i>(J. Immunol., 149, 4029 
-4035(1992) )«±. a v /SA-f V-r^^'J >-/CD36(C i Of* 

:a- $ ix ^ o 7 r - S^lc J: .§> <::fe(iPS{c j: 

L 6thrombospond i n ( J . 1 mmunol . , 149 , 4029-4035 (199 

2)) ORGDSg^?lJ^^fiS?ff:LTV^i><, Macrosialin{i-7^7 O 

7 r - j/iftfopst K-fbLDL izm-^-f ^:iti}^h. 

J^im\-^fcW&mt£Um^i::LtLt.X'<^t:ih^^ixx 
V>^V->(Proc. Natl. Acad. Sci. USA. .92, 9580-9584(1 

995), ±feifiii*>A>. pstsr-ffcLDL**, m'S^^^t 
X -f T'm^mmzaux , lox-uc j; of+^rt-^ix-i. 

Lox-ij&<ffec7)jfflBa(^30<^:fev-x-fi^<o-^s-a3^ 



[0080] lfflfl5*S<OPScoro«H (procoagulant) 

•<^'&<D^x\ s.Poptot\cmmmwsm<DMM.t^ixx 

(Lupus.. 5 , 480-487(1996). Proc. Natl. Acad. S 
ci.USA.. 93. 1624-1629(19%)). tm<7i^mmt:^r> 
t^ibiz. PSS:«Blia*Ht:lSLTV^S*iJia{ifliai^*»ii>]lX 

xy-Mz:kt<imi-h*K ±timkim'Sf^^mmiz 

fcttSin situ^*i^X7^A<oaf!tt$:^-rS. LOX-1 

imit(r>i^mx'f^^mm<7)imm^it^i'\>iti- 11-^(7) 

n I. L0X-lCO^K«llvgtt*^»)Mi@-fbcOJH@4SiIiltt 

*$il&^#^^b/apoptotic$a^O«|g{i, ^Ji.{f. 
i!jMS-fb<7)^H^aS:iilS-r.S#feS*t« (Immunol, let 
t..43. 125-132(1994)) •3^^afi*l*^3rX:J'i^>?. 

^'(t/apoptoticMflacO<::fti^XT-A(cM^-f S t 
JoflTV^S (Immunology 56. 351-358(1985). FEBS Let 
t..296, 174-178(1992), J. immunol. .153, 3218-3227(1 

994) ) . m.Mm^zm-h^^m'^-k ? h \,z%m^ 2. 

^ki^X'f■l^<ryn.■^\z^^■'this>\>\^^xts:\^. oSO. ± 
KBIS^lcfc V %T{i , LOX-l S- rt^^^ttJ-C'O^-fd/apopt 
oticifflJ!acO:ftASmt tTlil^t, \m-\ifTir^v- 

PSaJ3S^iSim.C: i: SrP^LTt. 
[008 1] 

( mim ] HMfij 1 K-fk L D L 

tiratfO##fia| i: LT , b h lflL/jN;K<7)'> v-LOX-l - C 
HO^co^-^Sr*?*ft^c. El 4lC:^-rtt3 0, ^tWr-'f 
7■JIll/J^«tfOLOX-l^C7)^g-^ (014 (a) ) tCit^, hoy 

J: -S)VS14-fklfll''jN^<7)L0X-l^c7)^-^{i , :7 ^ X 7 r f - i^' 
y >"J;Ky-A ( 100/<g/ml ) IcJ: 0*^81%^*$ 

ix«.*^fflSSfi:^c. -:tr. 7*.;^7r^i^;i^n'j>"j;K 

V-i=« (100;ug/ml) T'ti. *<;12%t*^ffi»$ix:5:*>-:) 

Ell 5tc;SK-ri:±J0, i^/J^«OL0X-l/^v<50Sg■^{4, 
Se-ftLDLiigirRjtfiai UT«« L^^ . 

[00 82] mi 7tc;^-fi:fcO. LOX-1 ^J^^RLTV-* 
«0*ifla'^O^-&mif2$ii!3r(,'>*<, LOX-l Sr5&3S-ri.CHO 

mmx'M. HD>-h'>-o#^Etcj; i^jiiiw^^j&^wsfcrMBfla 

Ic^-^L/i. HI Slc^-rtfcO, hD>'t'>-tcj;OvS 
tt'ft,:^ iX7t:vStt-ft:JfllWN«OL0X-l-CH0^<7)^-&{4. b o 

(20/ig/mi) {ciOvgtt-fb^-y-TtvSIS-ftJta/h^t, ho 
y-bVcolS-^i: IPl«t^LOX-l-CHO(C^-S(C^-^ Lit . 
[ 0 0 8 3 ] C<?5vS14'fl:Jl>'jN«OL0X-l-CH0^c7) 
SiLOX-im#:tcJ:'5|5i»$^S*^*-S:, Buie 
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HufeSIS6fi?iJi:|l|«{cLTff-57t|£iitc:i5V>Tt, Stt-ft 
Jfll/jN«cOB A E^<o:^^^-^3!iqil2$ it/c ( «3t5S 
S : 150. 94 ±10. 21) , -:tr. ;<7)^-^Ji^ fitLOX-liii* 

mm : 63.3%) . MmisGtm^^m^^^fcm^iz 

ii. M^^{il5i:^i:'ffil^$i^^r*>-:.Jt (^3t3SJK : 14 
4.89±11.93, ffl^* : 4.0%) . 

c 0 0 8 4 ] mmm 2 sSLf]'^^x/m^-it!ia.A-<^<om.*s 

rtA«B^tXBLOXl-CHO^<?)|^'^at^/^;t{iK Oiii^^ 

< I . mnRj/:fjm> 

< 1 >m'<^comm 

Baenzi ngerSV>la jerus *><7)»;^et)::^ra{Cfi! -> T , JJI/Jn 
^Sr#liL/t (MethodsEnzymol., Vol.31, p. 149-155, 

1974) . mmzm^:htTBc^bt5>o. m^Acommt: 

3.8%^xyK-^hU':'A (9:1) '^l^zmiRLfz. Jfll 
S'C^ (200xg, 15^J-) L, Jlll/J^«(cS^^t'J^llaE 
(Platelet-rich plasma; PRP) ^rft/c. PRPtCl!/':^X 
>B?/t^X ho— (ACD:2.5j; trisodium citrate, 
1.5%^'xyg!, m/2%^>l-a-X : PRP:ACD=9 : 1 ) 
^m'C- (lOOOxg, 15^) m.^PRP^'i%fz^ ^U-yh 
Srl^ig/mlOPGEi (Sigmagf) S:-^tfHepes-Tyrode's^« 
^ (lOmMiOHepes, 137iiiM<?5NaCU 2.68mMcOKCK 0.42iiiM 
<7)NaH2P04. l.TmMWMgClj, 11.9mM<7)NaH0032Sl?/5iiM<O^ 

;i-3-x) rpizmmLt^. -y hmmm.i: , do 

OOXg, 15^) L7t. f#^>ix;it'^U-y hSr. Hepes-Tyrod 
[ 0 0 8 5 ] < 2 >*fflJ!a 

BLox-(3io«i. m^m^mbmmizLxj^mLfz. bloxi- 
cmRi/mmmnx'hhcno-Km. 1^*95%. 5%co2, 

Rl/3TC(7)^n-TX\ Ham's F12tgJfi (Gibco^) i+iT-Si 
I^Lfz. mt. S K*gtfi{C{i , lOOU/ml cr>^:z >-•)>- 
G, lOO/zg/Bi;^ hU7'hV-^i^>', 0.25/ig/ml<^amph 
otericin-B (GibcoM) . RX/10%^i^^h^m^mn 
L7t, ^^<7)mMii. T-yt-<(7)BUlC24;^V-f ^07*P 
— hCWV^fc. ^-:*JSMrt^ifflag (Bovine aortic en 
dothelial cell ; BAE) ti, glfgt |p1«CI tTPS^ tTt 
(Nature, Vol.386, p. 73-77, 1997) . BAE«. 2iJS95 
%. 5%C02, 2ai^"37'C«0^ffTT\ Dulbecco's modifie 
d Eagle'stgite (DMEM) (Gibco^) 'PX't^Lti. fl 
t. ^i^i^lfilCfi, 100U/mlc7)^::ii^U:/G, lOOxt g/m 
IXhUrhv^ 0.25>ug/ml(50ainphotericin-B (G 

ibcoi?) , m/2o%^i^t^}^skm^m)iuLtz, smi. 

T -y-t^ cr)2BWli,z24'ri'?^ :^rDy'U—hi,zm^^fz. 
C0086] <3>Jlll/jN^-^r-y-fe^ 
JH-'J^^S:, 1 AtMCDCalcein-AM (Molecular ProbettS?) 

1 1 1 tcsrcT'So^a-p^-f g ^-f •& t J: 



OCalcein-C'^^SgELit. iX^^X'm^mmsllL4^i: . 
0.3%BSA (Sigmal?) Sr-i-tfHepes-Tyrode'siif»?et-C2lll 
^^-^hZtliZX Oj§*j£^Calcein-AM§:^L/c. d:^^ 
X\ 10%fr4i6'>i^iMjt (GibcoM) Sr-^tfHepes-Tyrod 
e'smmm.'i'X'SlSLA^cO^m'S: l x l 0811/mlOfiSL 
7t. BLOXl-CH0ai/CHO-Klc7)=g.^Sr. ^«tg«feT'2Ill^?f 
L, lfilWN«i:i:t{C37rT'60^ra'f>-^.3.^-i^3>'L 

'J ymmmmx-mmi^r^Lx . mmizt^-^L^i}- 

•*)-^h;>< — ^~ (FACS Calibur; Becton-DikinsonS) 
T'^«fL7t. «-<?cO«Bfla^<01fil/jN:KOife-^omS{i, B 

mno.QomizMi-^'^^m (fl-i-h ; ©©515-54511 

m) T'«L/>!. BAE$r*«igtt6T'2[l]^?tL, iM/jN^fci: 

mmx-mm^di^Lx . mmi,zm^t''j:i)^r>tiiSD.ym^ 

— (FACS Calibur; Becton-Di ki nsonM ) X'di-VrLfz. 
#^<OSffl)!a/^£7)lfll4^«<7)|g-^coSJK^i. ffl^SfclO.OOOffl 
iznt^^^^^ (FL-l-H ; fi!)S515-545niii) T'^t 

^5- jD;t 10^^MtcSiLOX-l4Jif*ci7t(i*t.^V'>;:?.liti!|s 
(VectorSS) 2ri)n;t7t. 

[ 0 0 8 7 ] < 4 >it/J^^o*fflBal*i^<0BXJ2, (:^:fe ) r 

-y-fe-f 

BLoxi-cHo^f^rjicHo-K 1 mM^ . Hit m tm.im«.t 

fz. mm^z^'^L^j:t-^fz5!iymi:m^Lfzm. mm^ 
i'cizi^m L , Diimmm^mi tth izA'cxso-^m^ y 

fUj^T juy-'hi^Tm^^tt fz. d:\^x\ mmi:Rm}^u 

—i'-mmm (Biorad^) izmLfz. 

[ 0 0 8 8 ] < 5 >'ismm.ymco^&■^T y -t 

^^JflL/J-v^S-. ^k^<r)mm<r>mmi>zii\,^X7riLt:MmX' 
m^TX'iOj^mMWL L fzik . F l TCSlKaOM la^ y :7 o 
^^^itf*: (PhanningenM) X'SS-fetTt. ^-fecO^S 

fz, BLoxi-cHo$-, m^b t i^izsTcxwji-m^ y^ 
y.^—i^3ytfz. mm^<r>ik4^wi.(om-^^ . ±^bm 
miztxya--^^ \.^-^-x'-^^uz. mt. 'im 
-fov % < ^i)^<r>r -y-t-i tcfc v>T (i . M'l^ ^tnx. h lo 
%m\.z^ >) ymnv yttV—M,t.fzl,i'J Ti^SB^Mtfz , 
[0089] < 6 >Rfi£X'CO:i:.y h'-t 'J V 1 ( E T-1 ) 

•mfmyi^m(7)mm^ . 2%fr^is>7 i^mu 5: -g- t^tfep 

es-Tyrode's^«?g {W±m.'hm 4'T5X 1 O'll/ml 

^zV^Lfztk. lU/micJ^bovt'ytTtrtiZOxxg/micon' 

(vsiS'fbjflL/h^) X'mm.Lfz, 2o^^k. 

y (CalibiochemK) ^tWt. 1 U/ml t L h 

ai^t'^-Sr^vStt-ftL/t, J^ill-vT, BAE^, M.A^bb 
t{c3rCT-180^J-ra^ >'=^i'<.-j^3>-L:^>:. *3|ttltt 
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7t (J. Immunol. Methods. Vil.127. p. 165-170, 199 
0) . iiL. V^<o*»c7>r-y-b-^tCfcV->T{i, J(il/jN«^ 
Jai ■& i0^^fJtct5iLOX-il)tf*43t{i*t.Biv>;^igG ( lO// 
g/ml) S-BAElcJPx.^^:. 
[00 9 01 <7>rnhD:^t>n§tt-(b 
BL0Xl-CH0Jtl/CH0-Klcr)#>!7<r)i|E^Sr . lO^wg/mltOt/iLOX 

mi:. Ham's F12t^Jfe-C-3|£|gfe;^ L . 10mMc7)Tris-HCl (jM 
7.4) St;^150nMcONaClTl O#ftC#«;Lfc250/zl<7)PRP 
(Platelet-richplasma) t b iilZ^ y^si.K—i^3 y 
Ltz. iJlV-kT-. ho^'t'ytcStf Sfluoregenic^SK 
T'fci) , butyloxycarbonyl-Val-Pro-Arg-methylcoumary 
lamide ( IBnmolcO'^T-?- KW^S?) $r-i-tj>90iiiMcOCaCl 
2 (50jul) 5r«iflatcjD;tf^. hnyb'>-ovgtt-fl:5r, 30 
^^raicKttlSixS T i y p< 'J -7 'J ycOMSrSH^-ri) 

[009 1] <8>lj,-Kga 

thLDL (d=l. 019-1.063) 2:, St?g(CtieoJtjf|JS^ieS 
»C.^(;J:OfH8f^:bhJliiai*»^,#(gL7t (Natire, Vol. 

386, p. 73-77, 1997) . LDLSr, 7. 5x£M<7)CuS04 t37T'20 

K-fWi. tiobarbituric acidR^5tt?^W (10.7niiiol/iiig 
«e) O*cotti!l. Ml^(=5^^LDLt«Oit«l;*3tt«.y 
^um^^^W^t® ( ffl>!^Wy^l'«^)*Uj*^» : 3.25) Sr^ 
ri.C:i:lCi Ofi^oTt. S-fbLDLSr. l,l'-diocta 
decyl-3,3,3' ,3'-tetraiBethylindocarbocyanine perchl 
orate (Dil ) (Molecular ProbettS) X-^mttZ, 
[00 9 2] <9>y >'|g®D*'y-AiOiSK 

-;K 1 : 1 : 1 ) T'^00 7*/L'j^>ftCii-&t, MSt 

[ 0 0 9 3 ] <ii . mm<^mm> 

CalceinTMigt7tlfil/h^<0fe-& (*i-fe) *<BLOX-CHO 

Cfe) CHOKl (^) X'Ummi^iXtci)- 

->fz (019) . n-^^mmr^x'\i. BLoxi-cHotcra 

-fk (^fe) L. illl/jNlRS-calceinTiigSL^v: (»fe) . 
(020) . 

<02 lSt^ll2 2>L0X-l(=*!r-f StfjftltitflsJiBLOXl-C 

HO (112 1 ) ^7t(iBAE (02 2) ^OH/Jn^co^-^St 

^ixfzifi (p<:o.oi) , nrnx^x-Mm^^fit^ij^-^fz. 

mw^<r>wm.<:ri^-^\t^ iSflaiO.oooffltc^^f 



[ 0 0 9 4 ] <02 3 >lfil/jN«<7)L0X-l/^c7)M-^{ij||l/jN 
«<ovStt'ft<^SJe(cflc#L-Ciec:l>. iM/jN^KcoBLOXi-CH 

TiIli/jN«coite-&*^Ji5S^ix^c, *^3 7-y^tcJ;^M 
<ia2 4 > ho^-fxci Oti^$ii;tifii>'h«<o«lflaA. 

{i. lDl/J^«COBL0Xl-CH0/^<7)iK-^2rSl=tCffl« Lfc*^^, 
<0 2 5 >K'ft;L D LtS, Jfil/JN«OBLOX1-CH(KV<7)^-^ 
/i. U*^Sa^Jn;c^<<^J©-^<OiIil/jN«cO^-&*i: 
[ 0 0 9 5 ] <02 6 >BAESr<*:itJlll/h:^, b D 

t{C3^ra-< >':Sf- 3 V-LJt. 20^|BICO|SI{CBAE*> 

^Jitai$iX-&X>-H-fey (ET-1) coa^ELl SAT'S 

s,ET-ier>m^^^izm.mLfz. m^im^m<r>^m± 

fz, T^-^ti, 3IIIc7)|Si|c^:!pd^« (&i;fS|Jiffi||) T' 

t Lox-1 cr>ms.i^mco^^ . jiii/jN«(c s^7t'lfllai ( pr 

P)4"£0hoi^b'>'vS14{i, BLOXl-CHOi:atlc:'f>'^a. 

-> 3 i^f -S. C: i: <t W«CiM5£$iXfc . h o > b' 
>'^g1t^i. fluorogenic^r««<7)^lgl (30^^^) COgJS 

[0 0 96] <i II. ]S«>S!^bLDU4, M.^sn^fm 

WkmWM ( ant i -coagulant) 0:|m*^^>!fllfS^ll 
(coagulant) CO«.®tC^-(b$-<ir, lIIL/h^i:lfll«l*l^i|i 

Bat<7)ffl^-f^lBS:^i5^$^^:SC:i:5&<^al(i>i^•Cv^?, (Cur 

r. Opin. Lipidol.. Vol.8, p. 320-328. 1997) . 
BJ*^>{i, C:tf01Ia/jN^tJM«rt^«J!ai:C0ffl5:f^ffl^<7) 
L0X-lO^*)0. Mt^tCLOX-lOlfll^Jg^^c^M-^-tCO 
V^TWS^-r -i-vl t ^rlS^Tto CalceionT'm3tS^L;tlflL 
/jN«2rLOX-15-^^tC5^3S-r&$fflfla (BLOXl-CHO) t.fzlt 

w&fmcvo-ntbijiiz^ 3 y Ltz, mt 

wmmx'<DW(m^zxr) . msm-zmrmmmm^zwsbx 

tme>i)>b^j:':>fz (1119) . mz. mmizm-^LfziSiyh 
lSL<7)'€<M'S:m^i>fzlt>l,Z. ^mmm^SSSL4^Wi.bb{iiZ 

Ay^ jL<- 3 >- Lfcf*. n^m.^^wMx-mm "utz . 

H-fbty:: (020, #fe) . jflI/jN«*>4>SciU$ixi.^3tj^ 
(020. life) ti. Jg®IS±o;^:5:f>-r, SBSaF*! 
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[ 0 0 9 7 3 iJctc. Jfll/J^S<7)«^^o^-^^^ J: O?!!'® 
-I. C: i: t i 0 . Jfil/jN^cOLOX-l^cT)^-^ SrffiW-r 
l> ^: y n— , BL0Xl-CH(y\c7)Jfll/jN)K<Oig-& 

(021) . uox-uzmmi^<r>iKm Lox 

-ItCSlCL^Vifiif^s) tS, jfll/jN^iiBLOXl-CHOfccO^-^ 

lfil'i=(*I&«BJ!a-^cOjlii/jN««S-^Sr*S(:«^i'-> 
§-t*-7t (1122) . c:<7)>ri:*-^>. Lox-iti, jfli'grtssi 

Jt . K < -^^ c: i: , Jtn-gp^^fflflSilcii . iSslA^ t jH 
trt^aBflai:Oite-^{zM^-ri.fteO^^ (0iJ;tH\ P-Se 
lectin, ICAM-1. PECAM-1) t/^^-tht^z.t:,tl^l,Z 

T'$)o7t» SfSLOX-lWJ'l-cO^^fi, Jfll«F^*$i^T' 
n&itm^^^ SlXn-Uy^?', MU't^ejfli^coffl^ 
■^co?55Hc7)«^^x-r ••/ yi,zi5\^zm¥-t& Z 1 3&^*n^j 
tlX^^h, ^-oX. LOX-lJi. Jfil/jN«i:Jlll'^p«3^MJflai; 

[0098] Jlll'h«OLOX-l^<7)Jft-^<0^*c::XASrP 

tcti!c#-r-&*^*»$r^L/t (1223) . Jt/jN^KS-, hn 
>'h*>'T-flMUJtf^, BLOXl-CHO^ t ^jt:-^ y^j.K— 

^fi!20T3'-^ h (jia^^^o^stt-fbSfj) x'h&^7~y 

-9- >A2{± , 7 * X 7 T f - i^VHr 'J >- ( PS) (r>ilB.y]^(Dm 
fllS^m^<^tii'(t (external ization) ^:mm-t^Zt 
i3^^^tlX\''ih (J. Biol. Chem. . Vol.265, p.17420-1 
7423. 1990) . PS{±. fflSti. lIll/J^«^0?e«M^OS§«^0 
_aJi4'<5DP^gPU— 7U--y h (inner leaflet) IC^^£ 
LTU^. -e^T'. LOX-l-^comi/jN^CJDi^-^fcisfLT, P 

^^IzmW^tlfZ. —yi. L0X-lC0'J;<fyKT'{4^V^7* 

xyr ^'J)Va V y {PO(r)^^i,zimm^ti^j:i}^-o 

±«DPs*^vStt-fbJt 'J^«<7)L0x-i/\co^-^c:»i^gS-C'3^ § 

[00 99] L0X-lc7)^f*cF*j V K t LTS^UlC^tt! 
? iX7t mOSSL t Ifll/J^^^0L0X-l^O^■^ , U^^X'^i 
*)l>*^^-&WmWL.Jt (025) . LOX- 
l^OlSWeti, iS-fkLDLJ: 0 tJlll/jN«RC7):fr;!?5;^i^ci 1 2: 



siScL'rv^i). t.fz. wmx.bu.'Vmt. Mmt\m& 
tifi^^tifz. :m^><7)»^tcao'#. Lox-itjfii/jN^ 

c7)ET-10jitai*-'ti±$ixl>. <*jhJfll/jN:K-C'{4-e«0 

m^ifWi> hix^j:i}^->ti, m'&itmmzio»hE-\-\{,z 

tL^<D\-^m±\i. CiLOX-ltjlfttCj: ^^rnXzW^^K 

tz. ^'^-\cr>m.mzn-thmmz-:>\^x\i.. m^t^hm 
. x^mm'm^m<ni^i.zit^mizA--^ w t 

COX'h-^fZ. L0X-H4. (*i^W*ijfll/jN:^i:ttJgJgJ|4-t 
I. ^ i: J; Oii^r ^ix&Jfil'trt^WJiacovStt^t.cOjaglc 
t5V^TRI-^-ri>^tgttS:*LTV^S (Circ. Res.. Vol. 
69. P.832-841, 1991) . «lftgilU>I t IC, 
n-yUjiUmv^XT'ti. ET-10#ffl^RE§-r^ tiflLl;!*! 
&cOt8tg*i§i^S^i:*-'^$iXTV^S (Hypertensio 
n, Vol.31. P.49^504, 1998) , SnPAT^o-zHfiUtt 
^zi6\yX\t\m-\cr,^mm^^ixX\^i>Zt-t)-h, LOX 
-lS::frL3^>:T-rn-A'tt^cr,ft^coti:^t4, iSMS-fb 

w.^mmz-^x.h^mi:m^^f.zMz^ bloxi-choicjui 
Amzn^t^sm. (prp) ^m.mijaifz^<7)^ ?Rpt^(o 

hnyfy-iS^^j^mLfz (027) . hu^t'^Stt 

l±, S:^CHO-KlilJt^BL0Xl-CHOlCj3V>Tl= L < «»,^ 
X-lCif*:T'^S(Cffi»$fL/i. ^^,^IgGT-«PI»S 

ixKpij^-oti. zcr)mm&x/psti>s!sLmmm:^:^^-vi,zm 
^■t^mmij^i^. lox-m. m.^mzm-^-t^^^sfxii 

mzhm^-r^zt^mm^ti^. ^-^x. lox-m. 
[0101] ^J6fi?ij3 inioK-itmc^ip^mM./\smM 

Sprague-Dawley9>y h ii^TjiSliSB. JCL^) IC. 
S:fe*S7]<(CTlmg/iiilCilSt/;LPS ( U^-K^iB : Sigma 
K) ^3im/kgComS.Tm'^\Htk^Ltz. LPScr,i^^(7)m. 
mz , Ai^*{CT Img/ml (CpS t /ctn;LOX-lSif*:i 
f^{±L0X-Uc^tt5::& L^V ^S!^Bg*if4cS-5iBg/kgiO}«JK 

(CLPSS-^** 2 ^Of^tC^JH L , g iSlfll^SII^^SSys 

max F800 ( B*7e«K) CJ: DUltfJlll/jN^^&iffl^L 

Ti. m^im28iz9rs-r. MmtAmSi^mxu. lpsjs-^ 

*^'p2^iat*t3Jfll>'jN«<0^-'*ie^-D/:;. fiiLOX-1 

tAi^n^mx'ii . ^coesL^-^com'j'-ti^^M.i.zmi $ ti 
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[0102] mmm4 m.o^-iin.i*i(^u>smmmmiz 

Spragu^Dawley^ -y h (iS67bM7 #I¥6E, SLC 
ig) tc, tJiLOX-ltn:* (2.5, lOmg/kg) ^Jtti^a* 
ig* (5iiig/kg) $rl?Ml*lt5-^L7t. ^^v^T. '^^h/N'/W 
fj^-ZP (30;^M50mg/kg. i.p. ) Timt. fit* 

^i-r^riltTSmlv-U yi^'-CO.OSmMcOEDTAS-ir^tt- 
ED*>BALF ()l$fla?g) [UIR^R (5ml) Srft 
ALl5inii^'J>'>''Srffi«§1i:TBALF&IIlltXt7t. HURL 
7t:BALF$r*r^«#L/^f*. il'C^ (lOOOrpm. 4*C) 
S'C-±?S2:x>5?:^hfcrK^L, 0.5d1<OBALFI11IR 

m^Mt^<mm^^tz. z<7immm<>z-^tti^&m^ 

SKuM^aa^^MSysmex F800 (B*3t«$a) T 

li. mmi,zmm-t^^!SsMt:iKi*:^m^mzmMi,z 
miLti. XK'^^ztiz, iAim&momg/kgX'ii, 

[0103] mmm 5 tKjLox-mi^e^iPSsm^i.zn 

Sprague-Dawley^ -y h (200g, SLC^) Ic, SiLOX-lfiifitc 
(lOmg/kg) i7t»i^a:ftie* (lOngAg) ?r^Ml*lS-^ 

*^<bmHf^ic. ±m-&i^7iit,zxm&LrziPs (u.-K^ 

«i;SiginaM) 5:liiigAg<73iltK.T'je.J!gtcS-^L3t. StSg 
mX'h^lEmy-y hi,zii±m:k^7i<.^S.mztk^Ltz, 

ipsiM^huf^mmz. ^y-v vt)-(^nm\.zu^xm 
JUL. mmmi.ziiMLtz&mmiLi . ^mismm^^m. 

Sysmex F800 (B*3t«S8) Tft-«IL/::, iJt, aSff:^ 

m-, msiy>-mmk^-mx'\t. mmmmAzimsiti> 
Bmmmtj/<>zm\i!i^i>mBm.^^m.^zm\Ltz. 

SEQUENCE LISTING 

<;110>; Japan Tobacco. Inc. 



[0104] mm 6 wucsA-m{i(i<7)ViQA<r)Vmmk 
^izm-hmmm^ 

Sprague-Dawley5>y b (M*t73O0g, SLCM) ^^>VJ-\ 
;Ub'^'-;K307b^50iiigAg. i.v.) X'fmhfz. 

^izii*)mmsi.x/9mi:m^^'±. mrn^^-m^ 

tc^-^ $ MM.'^^^-nm^Z]t)htz . »:v >T . J-hSttMlc 
:^^:SrS^t, 2?^^}V-y:^^~^)\^ (SaxterlSt) SrjfA 

xii\^tzmmmh^mmm.^m^mm.^MWi^^ttz. ^ 

lt*>lcmox-lJn:f* (lOmg/kg) 5r 
If MF^S^ Lit . i(7)W:3B mz 4 S-f otftfils ( lOmgA 

g) itm^tk^Lfz. 2mmk. y-yhi:nm^y>-^< 

/Wt'^'-yP OOJ^MSOmgAg. i.p. ) TJ^gsL. 4%:^;P 
ATyWT'bK/'JySSIgWJBET'jiSSEll^^^TV^ 
5:1X0 UiL^t. Mt!lM$:^N*77^ >'-r-aSL. loco^f 
>'7-;W*^<b6-PC?D^n-Srf^^L. x^x^;* ■ yy^f- 
y^-^Sfe^rffofC, NIH analyze system^rffll^T. #-iaj 
)t<^J(il«rt)^<0)!EJ?co*aB$:^fiB Lift . rt)^ i: '*'SScoffi 

l/-?-tfOTi^Sr-eco-9-yr;KOlEJ|[«i:L/c. JSSSrll32 
fcS^-r. filLOX-imf^tC J: 0 , PTCA60fg^?|$)lE^*i^ 

[0 105] 

flSf^i^om izmmi-im^mB. mrnmiz 
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<;120>; Pharmaceutical composition comprising an antibody 

which binds to oxidized LDL receptor 

<;130>; J99-0253 
<;140>; 

<;141>; 

<;150>; JP P1998-222678 

<:151>; 1998-08-06 

<;160>; 12 
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<:170>; Patentin Ver. 2.0 

<;210>; 1 

<;211>; 273 

<;212>; PRT 

<;213>: Homo sapiens 

<;400>; 1 

Met Thr Phe Asp Asp Leu Lys He Gin Thr Val Lys Asp Gin Pro Asp 

15 10 15 

Glu Lys Ser Asn Gly Lys Lys Ala Lys Gly Leu Gin Phe Leu Tyr Ser 

20 25 30 

Pro Trp Trp Cys Leu Ala Ala Ala Thr Leu Gly Val Leu Cys Leu Gly 
35 40 45 

Leu Val Val Thr Leu Met Val Leu Gly Met Gin Leu Ser Gin Val Ser 

50 55 60 

Asp Leu Leu Thr Gin Glu Gin Ala Asn Leu Thr His Gin Lys Lys Lys 
65 70 75 80 

Leu Glu Gly Gin He Ser Ala Arg Gin Gin Ala Glu Glu Ala Ser Gin 

85 90 95 

Glu Ser Glu Asn Glu Leu Lys Glu Met He Glu Thr Leu Ala Arg Lys 

100 105 110 

Leu Asn Glu Lys Ser Lys Glu Gin Met Glu Leu His His Gin Asn Leu 

115 120 125 

Asn Leu Gin Glu Thr Leu Lys Arg Val Ala Asn Cys Ser Ala Pro Cys 

130 - 135 140 

Pro Gin Asp Trp He Trp His Gly Glu Asn Cys Tyr Leu Phe Ser Ser 
145 150 155 160 

Gly Ser Phe Asn Trp Glu Lys Ser Gin Glu Lys Cys Leu Ser Leu Asp 

165 170 175 

Ala Lys Leu Leu Lys lie Asn Ser Thr Ala Asp Leu Asp Phe He Gin 

180 185 190 

Gin Ala He Ser Tyr Ser Ser Phe Pro Phe Trp Met Gly Leu Ser Arg 

195 200 205 

Arg Asn Pro Ser Tyr Pro Trp Leu Trp Glu Asp Gly Ser Pro Leu Met 

210 215 220 

Pro His Leu Phe Arg Val Arg Gly Ala Val Ser Gin Thr Tyr Pro Ser 
225 230 235 240 

Gly Thr Cys Ala Tyr He Gin Arg Gly Ala Val Tyr Ala Glu Asn Cys 

245 250 255 

He Leu Ala Ala Phe Ser lie Cys Gin Lys Lys Ala Asn Leu Arg Ala 
260 265 270 

Gin 

<;210>; 2 
<;211>; 270 
<;212>; PRT 
<;213>; Bovine 
<;400>; 2 

Met Thr Val Asp Asp Pro Lys Gly Met Lys Asp Gin Leu Asp Gin Lys 

15 10 15 

Pro Asn Gly Lys Thr Ala Lys Gly Phe Val Ser Ser Trp Arg Trp Tyr 
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20 



25 



30 



Pro Ala Ala Val Thr Leu Gly Val Leu Cys Leu 

35 40 
Val He Leu Leu He Leu Gin Leu Ser Gin Val 

50 55 
Lys Gin Gin Ala Asn He Thr His Gin Glu Asp 
65 70 75 

lie Leu Ala Gin Arg Arg Ser Glu Lys Ser Ala 

85 90 
Glu Leu Lys Glu i4et He Glu Thr Leu Ala His 

100 105 
Ser Lys Lys Leu Met Glu Leu His Arg Gin Asn 

115 120 
Val Leu Lys Glu Ala Ala Asn Tyr Ser Gly Pro 

130 135 
Leu Trp His Glu Glu Asn Cys Tyr Gin Phe Ser 
145 150 155 

Trp Glu Lys Ser Gin Glu Asn Cys Leu Ser Leu 

165 170 
Lys He Asn Ser Thr Asp Glu Leu Glu Phe He 
180 185 



Gly Leu Leu Val Thr 
45 

Ser Asp Leu He Lys 

60 

He Leu Glu Gly Gin 
80 

Gin Glu Ser Gin Lys 

95 

Lys Leu Asp Glu Lys 
110 

Leu Asn Leu Gin Glu 
125 

Cys Pro Gin Asp Trp 

140 

Ser Gly Ser Phe Asn 
160 

Asp Ala His Leu Leu 

175 

Gin Gin Met He Ala 
190 



His Ser Ser Phe Pro Phe Trp Met Gly Leu Ser Met Arg Lys Pro Asn 

195 200 205 

Tyr Ser Trp Leu Trp Glu Asp Gly Thr Pro Leu Thr Pro His Leu Phe 

210 215 220 

Arg He Gin Gly Ala Val Ser Arg Met Tyr Pro Ser Gly Thr Cys Ala 
225 230 235 240 

Tyr He Gin Arg Gly Thr Val Phe Ala Glu Asn Cys lie Leu Thr Ala 

245 250 255 

Phe Ser He Cys Gin Lys Lys Ala Asn Leu Leu Arg Ala Gin 
260 265 270 

<;210>; 3 
<;211>; 1897 
<;212>; DNA 
<:213>; Bovine 
<;220>: 
<;221>; 5'UTR 
<;222>; {1)..(34) 
<;220>; 
<;221>; CDS 
<;222>; (35).. (847) 

<;220>; 
<;221>; 3'UTR 
<;222>; (848) .. (1897) 
<;220>; 

<;221>; polyA.signal 
<;222>; (1859) (1864) 
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<:220>; 

<;221>; polyA.site 
<:222>; (1880) .. (1897) 
<:400>: 3 

gcttcactct ctcattcttg gaatacattt gaaa atg act gtt gat gac ccc 52 

Met thr Val Asp Asp Pro 
1 5 

aag ggt atg aaa gat caa ctt gat cag aag cca aat ggc aag aca gca 100 
Lys Gly Met Lys Asp Gin Leu Asp Gin Lys Pro Asn Gly Lys Thr Ala 

10 15 20 

aaa ggt ttt gtt tec tct tgg agg tgg tac act get get gtg act eta 148 
Lys Gly Phe Val Ser Ser Trp Arg Trp Tyr Pro Ala Ala Val Thr Leu 

25 30 35 

ggg gtc ctt tgt ctg gga tta ctg gtg act gtt ata ttg ttg ata ctg 196 
Gly Val Leu Cys Leu Gly Leu Leu Val Thr Val He Leu Leu He Leu 
40 45 50 

caa tta tec cag gtc tct gat etc ata aag aaa cag caa gca aat att 244 
Gin Leu Ser Gin Val Ser Asp Leu lie Lys Lys Gin Gin Ala Asn lie 
55 60 65 70 

act cac cag gaa gat ate ctg gag gga cag att tta gee cag cgc ega 292 
Thr His Gin Glu Asp He Leu Glu Gly Gin He Leu Ala Gin Arg Arg 

75 80 85 

tea gaa aaa tct gee cag gag tea cag aag gaa etc aaa gaa atg ata 340 
Ser Glu Lys Ser Ala Gin Glu Ser Gin Lys Glu Leu Lys Glu Met He 

90 95 100 

gaa ace ctt gee cac aag ctg gat gag aaa tee aag aaa eta atg gaa 388 
Glu thr Leu Ala His Lys Leu Asp Glu Lys Ser Lys Lys Leu Met Glu 

105 110 115 

ctt cac cgc cag aac ctg aat etc caa gaa gtt ctg aaa gag gca gca 436 
Leu His Arg Gin Asn Leu Asn Leu Gin Glu Val Leu Lys Glu Ala Ala 

120 125 130 

aac tat tea ggt ect tgt ccc caa gac tgg etc tgg cat gaa gaa aac 484 
Asn Tyr Ser Gly Pro Cys Pro Gin Asp Trp Leu Trp His Glu Glu Asn 
135 140 145 150 

tgt tac caa ttt tec tct ggc tct ttt aat tgg gaa aaa age cag gag 532 
Cys Tyr Gin Phe Ser Ser Gly Ser Phe Asn Trp Glu Lys Ser Gin Glu 

155 160 165 

aac tge ttg tct ttg gat gee cac ttg ctg aag att aat age aca gat 580 
Asn Cys Leu Ser Leu Asp Ala His Leu Leu Lys He Asn Ser Thr Asp 

170 175 180 

gaa ctg gaa ttc ate cag caa atg att gee eat tec agt tte ccc ttc 628 
Glu Leu Glu Phe He Gin Gin Met He Ala His Ser Ser Phe Pro Phe 

185 190 195 

tgg atg ggg ttg tea atg agg aaa ccc aat tac teg tgg ctt tgg gaa 676 
Trp Met Gly Leu Ser Met Arg Lys Pro Asn Tyr Ser Trp Leu Trp Glu 

200 205 210 

gat ggt act ect ttg aeg ccc cac ttg ttt aga att cag gga get gtt 724 
Asp Gly Thr Pro Leu Thr Pro His Leu Phe Arg He Gin Gly Ala Val 
215 220 225 230 
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tec cgt atg tat cct tea ggg ace tgt gca tat att caa agg gga act 772 
Ser Arg Met Tyr Pro Ser Gly Thr Cys Ala Tyr He Gin Arg Gly Thr 

235 240 245 

gtt ttt get gaa aac tgc att tta act gca ttc agt ata tgt caa aag 820 
Val Phe Ala Glu Asn Cys lie Leu Thr Ala Phe Ser He Cys Gin Lys 

250 255 260 

aag gcg aat eta ttg aga gca cag tga atttgaagga tctggaggaa 867 
Lys Ala Asn Leu Leu Arg Ala Gin 
265 270 
aagaaggaaa cctttgaatt ctcttctgga atttaagcta tacttcatca cttagatgta 927 
aaccattaga gcccagggaa atgcetgcta ctggttgagt gcagaaetcc ttagcagaga 987 
etggcccagc tgcctggcae ettgatagca aaagttgcaa ttccctctgt atatttttec 1047 
ctaacttgtt ccaagtcctc ccctgcagga cttcagagaa gtcaattttt ctgtttccat 1107 
tgtttctaag aacttgttgc ctaaetcaag gtcacagcat ttttctcact tttgtcctat 1167 
gctttcttct aggcattgta gagttttaga ttttacatgg aaatctagaa cttattttag 1227 
attaatttct aagtgatata tggatgtatg gaagttttct gtttgttttt tgcttgtgag 1287 
tattcaattg tttttgcaac atttgctgaa aagactattc ttccttcact acattgcctt 1347 
tgcactgttg tcaacaatta tccatacatg cctggctcta tttctggatt ttctattcct 1407 
ttccatttat ttatttatta ttettggctt acaacatcac catgatattt tgaattctat 1467 
ggttctttaa tatatcttgg aatcacatgg tagtagttat tcattgttgt tcttttttag 1527 
agttgtttgg ttaatetatg cttttgtatt tctgtcttaa attggcttgt ccatttctaa 1587 
aaaaacttga aattttgaat tgcactgaat ceatacataa atttagggaa aattgaattc 1647 
ttaaaaatac tgatttgttc aactcatgaa aaaggtgtat tgctetattt aggtattcct 1707 
tattttcttt aagcaatgct ttttaatgtt ctttgtgtag atattgttag attatcatca 1767 
tgtatttcae attatttatg ctactgtaga tagtattgtt atcatttgtt gttcttattt 1827 
tcaaagtctt ctgetagtat gtagaattat aataaagttt gatattaata ttaaaaaaaa 1887 
aaaaaaciaaa 1897 
<;210>; 4 
<;211>; 1459 
<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: Vector DNA of pCd51negl 
containing genomic DNA comprising exons encoding a Fc region 
of human immunoglobulin IgGl 

<:400>; 4 

ctcgagatcc attgtgctct aaaggagata cccggccaga caccctcacc tgcggtgccc 60 
agctgcccag getgaggcaa gagaaggcca gaaacc atg ccc atg ggg tct ctg 114 

Met Pro Met Gly Ser Leu 
1 5 

caa ccg ctg gee ace ttg tac ctg ctg ggg atg ctg gtc get tec gtg 162 
Gin Pro Leu Ala Thr Leu Tyr Leu Leu Gly Met Leu Val Ala Ser Val 

10 15 20 

eta gcg gat ccc gag ggtgagtact aagcttcage getcctgect ggacgeatec 217 
Leu Ala Asp Pro Glu 
25 

cggctatgca gccccagtcc agggcagcaa ggcaggcccc gtctgcctct tcacccggag 277 
ectctgcccg ceccactcat getcagggag agggtcttet ggctttttcc caggctctgg 337 
geaggcacag getaggtgcc cetaacccag geectgeaca caaaggggca ggtgctgggc 397 
teagaeetgc caagageeat ateegggagg aceetgcece tgacetaage ecaceecaaa 457 
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ggccaaactc tccactccct cagctcggac accttctctc ctcccagatt ccagtaactc 517 
ccaatcttct ctctgca gag ccc aaa tct tgt gac aaa act cac aca tgc 567 
Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys 
30 35 
cca ccg tgc cca ggtaagccag cccaggcctc gccctccagc tcaaggcggg 619 
Pro Pro Cys Pro 
40 

acaggtgccc tagagtagcc tgcatccagg gacaggcccc agccgggtgc tgacacgtcc 679 
acctccatct cttcctca gca cot gaa etc ctg ggg gga ccg tea gtc ttc 730 
Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe 
45 50 
etc ttc ccc cca aaa ccc aag gac acc etc atg ate tec egg ace ect 778 
Leu Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr Pro 

55 60 65 

gag gtc aca tgc gtg gtg gtg gac gtg age cac gaa gac ect gag gtc 826 
Glu Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val 
70 75 80 85 

aag ttc aac tgg tac gtg gac ggc gtg gag gtg cat aat gcc aag aca 874 
Lys Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr 

90 95 100 

aag ccg egg gag gag cag tac aac age acg tac egg gtg gtc age gtc 922 
Lys Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val 

105 110 115 

etc ace gtc ctg cac cag gac tgg ctg aat ggc aag gag tac aag tgc 970 
Leu Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys 

120 125 130 

aag gtc tec aac aaa gcc etc cca gcc ccc ate gag aaa acc ate tec 1018 
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro He Glu Lys Thr He Ser 

135 140 145 

aaa gee aaa ggtgggaccc gtggggtgcg agggecacat ggacagagge 1067 
Lys Ala Lys 
150 



eggcteggee caccctctgc cetgagagtg accgctgtac caaectctgt ectaca ggg 1126 

Gly 

cag ccc ega gaa cca cag gtg tac acc ctg ccc cca tec egg gat gag 1174 
Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser Arg Asp Glu 

155 160 165 

ctg acc aag aac cag gtc age ctg acc tgc ctg gtc aaa ggc ttc tat 1222 
Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys Gly Phe Tyr 
170 175 180 185 

ccc age gac ate gcc gtg gag tgg gag age aat ggg cag ccg gag aac 1270 
Pro Ser Asp He Ala Val Glu Trp Glu Ser Asn Gly Gin Pro Glu Asn 

190 195 200 

aac tac aag ace acg ect ccc gtg ctg gac tec gac ggc tee ttc ttc 1318 
Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly Ser Phe Phe 

205 210 215 

etc tac age aag etc acc gtg gac aag age agg tgg cag cag ggg aac 1366 
Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin Gin Gly Asn 
220 225 230 
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gtc ttc tea tgc tec gtg atg eat gag get etg eae aac cae tae acg 1414 
Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr Thr 

235 240 245 

eag aag age ete tee etg tet eeg ggt aaa tga gtgegaegge eg 1459 
Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 
250 255 
<;210>; 5 
<;211>: 27 
<;212>; DNA 

<;213>; Artificial Sequence 
<:220>: 

<:223>; Description of Artificial Sequence: Artificially 
synthesized primer sequence 

<;220>: 

<;221>; primer _bind 
<;222>; (1).,(27) 
<;400>; 5 

ggggatectg atetcataaa gaaaeag 27 
<;210>; 6 
<;211>; 28 
<;212>; DNA 

<;213>; Artificial Sequence 

<;220>: 

<;223>; Description of Artificial Sequence : Art if ieial ly 
synthesized primer sequence 



<;220>; 

<;221>; primer.bind 
<;222>; (1)..(28) 
<;400>; 6 

gcggatcetg tgetetcaat agattcgc 28 
<:210>; 7 
<;211>; 445 
<;212>: PRT 

<;213>; Artificial Sequence 
<;220>; 

<;223>; Description of Artificial Sequence: Chimeric protein 
consisting of extracellular region of bovine LOX-1 and 
Fc region of human immunoglobulin IgGl 

<;400>: 7 

Asp Leu He Lys Lys Gin Gin Ala Asn He Thr His 

1 5 10 

Leu Glu Gly Gin lie Leu Ala Gin Arg Arg Ser Glu 

20 25 
Glu Ser Gin Lys Glu Leu Lys Glu Met lie Glu Thr 
35 40 



Gin Glu Asp lie 
15 

Lys Ser Ala Gin 

30 

Leu Ala His Lys 
45 



Leu Asp Glu Lys Ser Lys Lys Leu Met Glu 

' 50 55 
Asn Leu Gin Glu Val Leu Lys Glu Ala Ala 



Leu His 
60 

Asn Tyr 



Arg Gin Asn Leu 
Ser Gly Pro Cys 
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65 70 75 80 

Pro Gin Asp Trp Leu Trp His Glu Glu Asn Cys Tyr Gin Phe Ser Ser 

85 90 95 

Gly Ser Phe Asn Trp Glu Lys Ser Gin Glu Asn Cys Leu Ser Leu Asp 

100 105 110 

Ala His Leu Leu Lys He Asn Ser Thr Asp Glu Leu Glu Phe He Gin 

115 120 125 

Gin Met He Ala His Ser Ser Phe Pro Phe Trp Met Gly Leu Ser Met 

130 135 140 

Arg Lys Pro Asn Tyr Ser Trp Leu Trp Glu Asp Gly Thr Pro Leu Thr 
145 150 155 160 

Pro His Leu Phe Arg lie Gin Gly Ala Val Ser Arg Met Tyr Pro Ser 

165 170 175 

Gly Thr Cys Ala Tyr He Gin Arg Gly Thr Val Phe Ala Glu Asn Cys 

180 185 190 

He Leu Thr Ala Phe Ser He Cys Gin Lys Lys Ala Asn Leu Leu Arg 
195 200 205 



Ala Gin Asp Pro Glu Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys 

210 215 220 

Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu 
225 230 235 240 

Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr Pro Glu 

245 250 255 

Val Thr Cys Val Val Val Asp Val Ser His Glu Asp Pro Glu Val Lys 

260 265 270 

Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys 

275 280 285 

Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu 

290 295 300 

Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys 
305 310 315 320 

Val Ser Asn Lys Ala Leu Pro Ala Pro He Glu Lys Thr lie Ser Lys 

325 330 335 

Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser 

340 345 350 

Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys 

355 360 365 

Gly Phe Tyr Pro Ser Asp He Ala Val Glu Trp Glu Ser Asn Gly Gin 

370 375 380 

Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly 
385 390 395 400 

Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin 

405 410 415 

Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn 

420 425 430 

His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 
435 440 445 

<;210>: 8 
<;211>; 1335 
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<;212>; DNA 

<;213>; Artificial Sequence 
<;220>; 

<:223>: Description of Artificial Sequence: DNA encoding 
a chimeric protein consisting of extracellular 
region of bovine LOX-1 and Fc region of human 
immunoglobulin IgGl 

<;400>; 8 

gat etc ata aag aaa cag caa gca aat att act cac cag gaa gat ate 48 
Asp Leu He Lys Lys Gin Gin Ala Asn He Thr His Gin Glu Asp lie 

15 10 15 

ctg gag gga cag att tta gcc cag cgc cga tea gaa aaa tct gee cag % 
Leu Glu Gly Gin He Leu Ala Gin Arg Arg Ser Glu Lys Ser Ala Gin 

20 25 30 

gag tea cag aag gaa etc aaa gaa atg ata gaa ace ctt gcc cac aag 144 
Glu Ser Gin Lys Glu Leu Lys Glu Met He Glu Thr Leu Ala His Lys 

35 40 45 

ctg gat gag aaa tec aag aaa eta atg gaa ctt cac cgc cag aac ctg 192 
Leu Asp Glu Lys Ser Lys Lys Leu Met Glu Leu His Arg Gin Asn Leu 

50 55 60 

aat etc caa gaa gtt ctg aaa gag gca gca aac tat tea ggt cct tgt 240 
Asn Leu Gin Glu Val Leu Lys Glu Ala Ala Asn Tyr Ser Gly Pro Cys 
65 70 75 80 

ccc caa gac tgg etc tgg cat gaa gaa aac tgt tac caa ttt tec tct 288 
Pro Gin Asp Trp Leu Trp His Glu Glu Asn Cys Tyr Gin Phe Ser Ser 

85 90 95 

ggc tct ttt aat tgg gaa aaa age cag gag aac tgc ttg tct ttg gat 336 
Gly Ser Phe Asn Trp Glu Lys Ser Gin Glu Asn Cys Leu Ser Leu Asp 
100 105 110 

gcc cac ttg ctg aag att aat age aca gat gaa ctg gaa tte ate cag 384 
Ala His Leu Leu Lys He Asn Ser Thr Asp Glu Leu Glu Phe He Gin 

115 120 125 

caa atg att gcc cat tec agt tte ccc tte tgg atg ggg ttg tea atg 432 
Gin Met lie Ala His Ser Ser Phe Pro Phe Trp Met Gly Leu Ser Met 

130 135 140 

agg aaa ccc aat tac teg tgg ctt tgg gaa gat ggt act cct ttg acg 480 
Arg Lys Pro Asn Tyr Ser Trp Leu Trp Glu Asp Gly Thr Pro Leu Thr 
145 150 155 160 

ccc cac ttg ttt aga att cag gga get gtt tec cgt atg tat cct tea 528 
Pro His Leu Phe Arg lie Gin Gly Ala Val Ser Arg Met Tyr Pro Ser 

165 170 175 

ggg acc tgt gca tat att caa agg gga act gtt ttt get gaa aac tgc 576 
Gly Thr Cys Ala Tyr lie Gin Arg Gly Thr Val Phe Ala Glu Asn Cys 

180 185 190 

att tta act gca tte agt ata tgt caa aag aag geg aat eta ttg aga 624 
He Leu Thr Ala Phe Ser lie Cys Gin Lys Lys Ala Asn Leu Leu Arg 

195 200 205 

gca cag gat ccc gag gag ccc aaa tct tgt gac aaa act cac aca tgc 672 
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Ala Gin Asp Pro Glu Glu Pro Lys Ser Cys Asp Lys Thr His Thr Cys 

210 215 220 

cca ccg tgc cca gca cct gaa etc ctg ggg gga ccg tea gte tte ete 720 
Pro Pro Cys Pro Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe Leu 
225 230 235 240 

ttc ccc cca aaa ccc aag gac acc etc atg ate tec egg acc cet gag 768 
Phe Pro Pro Lys Pro Lys Asp Thr Leu Met He Ser Arg Thr Pro Glu 

245 250 255 

gte aca tgc gtg gtg gtg gac gtg age cac gaa gac cct gag gtc aag 816 
Val Thr Cys Val Val Vai Asp Val Ser His Glu Asp Pro Glu Val Lys 

260 265 270 

ttc aae tgg tac gtg gac ggc gtg gag gtg cat aat gee aag aea aag 864 
Phe Asn Trp Tyr Val Asp Gly Val Glu Val His Asn Ala Lys Thr Lys 

275 280 285 

ccg egg gag gag eag tac aae age aeg tac egg gtg gtc age gte etc 912 
Pro Arg Glu Glu Gin Tyr Asn Ser Thr Tyr Arg Val Val Ser Val Leu 

290 295 300 

ace gte ctg eae eag gac tgg ctg aat ggc aag gag tac aag tgc aag %0 
Thr Val Leu His Gin Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys Lys 
305 310 315 320 

gte tee aae aaa gee ete cca gcc ccc ate gag aaa acc ate tec aaa 1008 
Val Ser Asn Lys Ala Leu Pro Ala Pro lie Glu Lys Thr lie Ser Lys 

325 330 335 

gcc aaa ggg cag ccc cga gaa cca eag gtg tac acc ctg ccc cca tec 1056 
Ala Lys Gly Gin Pro Arg Glu Pro Gin Val Tyr Thr Leu Pro Pro Ser 

340 345 350 

egg gat gag ctg acc aag aae cag gtc age ctg acc tgc ctg gtc aaa 1104 
Arg Asp Glu Leu Thr Lys Asn Gin Val Ser Leu Thr Cys Leu Val Lys 

355 360 365 

ggc ttc tat ccc age gac ate gcc gtg gag tgg gag age aat ggg cag 1152 
Gly Phe Tyr Pro Ser Asp lie Ala Val Glu Trp Glu Ser Asn Gly Gin 

370 375 380 

ccg gag aac aac tac aag acc acg cct ccc gtg ctg gac tec gac ggc 1200 
Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp Gly 
385 390 395 400 

tec ttc ttc etc tac age aag etc acc gtg gac aag age agg tgg cag 1248 
Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp Gin 

405 410 415 

cag ggg aac gtc ttc tea tgc tee gtg atg eat gag get ctg cac aae 12% 
Gin Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn 

420 425 430 

cac tac acg eag aag age ete tee ctg tet ccg ggt aaa 1335 
His Tyr Thr Gin Lys Ser Leu Ser Leu Ser Pro Gly Lys 



435 440 

[0 107] 
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<OBLOXl-CHOA.C7)mc04it^$:^-r. ^m(A)\i. apopto 
ticHL-60*iflatfOBL(B(l-CHO^<7)ie-&<Oim5:^-t. 4^0 

[031 ^-fl:#lfll«<OBLOXl-CH[yv<OJS-^OB!-fliLDLt;t 

T-fe^;HkLDuz J: sm^^^-r. eEg:ftJi, ldl^ 

[04 ] ^-fk^lBl^OBLOXl-CHOtJtJiBAE-^CO^-^coa 
^«LOX-l 'J y Hi:: J; h^m<^mmi:m-fm, ft^tiB 
L0Xl-CH0Srffll^7t:T-yb>f<7)ite«^^U. MtStiBAE?- 

[05] ^-fb*Ifil^«OBLOXl-CHOi7t(iBAE^<7)^-^<r)tn; 
LOX-m«st;J;«,|a»c7)Sj^5:^-r0. mtiBLOXl-CHO 

[06 ] ApoptoticHL-60$iflac75BL0Xl-CH0ij:i{iBAE^CO 

m-^am^ <oLox-i y F J: i. PS»<os&«$^5^-r 

0. M^S«BLOXl-CH05rfflV^7tT■y^r-^O^SSr*t, 

[07] ^-ft;*lIili^Sl^apoptoticHL-6(«fflJ^i0BL0Xl-CH 
0^ 7t{iBAE^cO^-^COL0X-Fc(C J; 4, ffiWcoJ&m^^-r 
0. ii-0(a)(i^-fb#Jlil^$:fflv^7tTv-fe-^<7)^m$'iK 
-t. ta-0(b)apoptoticHL-6O*lfla{±S:fflV>/ir -y -fe-^ <5D 
^*$r^-r. #t^(i:BL0Xl-CHO5rfflv^;tr -y-fc^f 
^*L, lli^JiBAESrfflWcT-y-fe-f<7)^«?r^-r. 

[08] #]Dl^C0^-fbtC#d#Jta<a®'vc7)M^W^PS 
<7)ai31co^®«:^-r0. 

[09] *Jlll^O^-fb£^SJK(cfiic??W=5r^-fb#Jl«<0 
BLOXl-CH(y\<7)*S-&fO^^«5rS^-r0. S^tLti, gS^Jd^^ 

[010] €-fb#Jlll^<50BLOXl-CHO^<7)^-^<7)PS'J.-Ky 

[011] *{klS^J(il3*<7)BAE'V«Ote-^<7)PSD;Ky-AS 
IXPC'J ;Ky-A(c J: i.^-^6<JiaSO^»S$-^f 0« 

[012] ApoptoticHL-6(«HB0OBLOXl-CHO^/i(iBAE^ 
<^^-&£OPS!;dfy-AtCj:§ffiWcOJ5&*^^-r0. 
{iBLOXl-CHOS-fflV^?t:T y-fe^iO^S^rS^-r. HISIiBAE 

[013] ^im^m:m<r>wm-m^aM'^<r>m^ <r)V 
yfliU y y -AO J: S ffi«<7)3?S«Srq^-r0, 
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0, 

[015] iStt-fblil/jN«OL0X-lA>.<0i^-^i:g|^|:LDL<7)?l 
St <OfflMM^S:^-^0. 

[016] vi§1t-fba/lN«OL0X-l/^tf5S-^<0lJLL0X-lCi«s 
lcJ:l.ia*S&*Sr*-r0. 

[0171 7o— h^— ^'-S:fflv^TaiSL;tJfll/h 
^C<i:vS14-fbfil/jN«cOgF^CH0Wfla*^{iLOX-l-CH0 

^Ote-&cogjSS:*-r0, 

[0181 vSe-flllIll/jN«<0L0X-lA.c7)^-^i:l!mDLcoai 
-KfcOfflRIRI^. My{cjlll/jN«S:r2 5-yi'T-?Stt^t;$ 

[0191 JIll/J^:K<7)BL0Xl-CH0i/>:{iCH0-Kl^Ofe^a 
y/* :';r{iffi Oi2.;^cott«|^S^-t0. 4i-0(a)<iBLOXl-C 
HO^<7)^-^co4fc«Sr j^-t. :a-0(b){SCHO-Kl ^fflV^foT 

[02 0] m^<r>2Uiu-zm^cr>mh <7)tt» 

tr*-t0. 

[02 1] Jfll/jN^COBLOXl-CHO-^(?3*S-&(^)J)tLOX-ltji(4stC 

[02 2 3 Jlil/jN«OBAEA.c7)=fe-^(OljLLOX-ltn;*{-J: SIfl 

W<O$6mSr^-r0c 

[02 3] Jla''J^«c7)ho>'t'>-^f>:(j3 7-y'>'t2i& 
vS14-fl:(=# 0 ?SttM/J^«COBL0Xl-C3^0'^^O^-^(50^t® 

c7):|:t^5r ^j^-r0. 

[024] Jfll/J^:^£7DBL0Xl-CH0^COte•^^OPS 'J Tjfy - A 
^fcJiPCU ,1ty-Atz J; I.EW«O3»^^^-r0. 

[0253 Jfil''J'>:^«OBL0Xl-CH0-^<OS-^<7)K'ft; L D L i 
^^«i:^^LDLtCj;?,ffl«c7)^«^S^-r0. SAJiK 

L D L Srffl V T >y -fe ^ OjSmS- . 

[02 6] hD^-t-ySZ/rj^-y^-T-Stt^tLTtvStt 
-^^:il/J^«^ fo«iflCitJla/jN:KtOBAE/\<5D^-&lC:ff -5 BAE*»^ 

[02 7 3 J(il'J^«{^«^yiJlll^ (PRP) «t'OJIa/J^«<7)BL0 
Xl-CHiy\cO^-^lCfl^ 5 PRP'^'-C-O hoy bV*^<0^ 
■fl:5r^f0. 

[02 81 JM/J^«^«^^^tri>^^lLox-ltn:#<o^6)t^ 

[02 91 BMm<^m&^(7:>^m^zm-hmsy>!r-\tm 
c7)ffl^msr^-r0. 

[03 0] ejai««offi^<o^g^tcstri)J5i:Lox-itn;f!|c 
[03 1] BmM(r>m.mr^<r>i§miz\fo-^'^m(r>m^ 
Pi«S?;m^^-r0. 

[ 0 3 2 1 PTCA 2r JSifi Ltz^mm.'^MW^'.zn-t h fiiLO 
X-ltJif*m«S&«2r*-r0. 
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